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(57) Abstract: An antibacterial characterized by containing as an active ingredient either 
a compound represented by the general formula (1) or a pharmacologically acceptable salt 
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«ai]4.i7ic&5e-r**a:T: 

— AE, AG, AL, AM, AU, AZ, BA, BB, BR, BW, BY, BZ, CA, 
CN, CO, CR, CU, DM, DZ, EC, EG, GD, GE, HR, ID, IL, 
IN, IS, JP, KG, KR, KZ, LC, LK, LR, LT, LV, MA, MD, MG, 
MK, MN, MX, NI, NO, NZ, OM, PG, PH, PL, RU, SC, SG, 
SY, TJ, TM, TN, TT, UA, UZ, VC, VN, YU, ZA, ARIPO 
(BW, GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, 
ZW), ZL— ^ *>7f#ft (AM, AZ, BY, KG, KZ, MD, RU, TJ, 
TM), 3 — P (AT, BE, BG, CH, CY, CZ, DE, DK, 

EE, ES, FI, FR, GB, GR, HU, IE, IT, LV, MC, NL, PT, RO, 
SE, SI, SK, TR), OAPI 4#it (BF, BJ, CF, CG, CI, CM, GA, 



GN, GQ, GW, ML, MR, NE, SN, TD, TG)<Dfefe(Dtztb<D 

*ax mw\4.i7(ii)) 

— US<Dfr<Dtzth<D&W%-(*&Z>W<D*tLX fftffj 

4A7(iv)) 

Qpcrmiv KCD^SSlcfie^tiTi** ru-KtBSI§ 
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m m # 

ME2, 4 - v?T ^ / - 1 , 3, 5-b!J7v?y|lift: 
5 &fl?#Ir 

*»Wf4*f*a*»*J ±t/*f« 2, 4 - v=X i- / - 1 , 3, 5-hy7^ 

tsyzmzti, Am<D¥ L ^mifo<D±m?mmm}&&titc 0 l^u — Ureter 

15 fcttelfflMKlfco-CV**. ^M-ifi^ ^f'>yyittffe/K!>«I (MRS 
A) ^^^a-^-f^^Wttfll^M (VRE) fc5VM2*ififi^^=J-^^>jjjft 

20 5 0&&1fo\Z.fa?7 V TfflP r o g u a n i 1 <Df£&it%ttmVoX$>Z> 4 , 6 
-v^T^y-l- (p — ^ n n7x-;U) - 1 , 2— S?fcKo — 2, 2-v?^ 
s-M) 7^ (Cycloguanil) ^Igji, (Journal of Pharm 
acology 1947, Vol. 2, p. 161-168 ; British H. C. Carrington et. al. , Natu 
re 1951, Vol.168, p. 1080) ^T^, ©^fffttJJHfeS V^ttW?<fi*#*S 

25 ft^Tl^S, 

E. J. Modest et. al. , Journal of the American Chemical Socie 
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ty 1952, Vol.74, p. 855-856^ f3u 4, 6-iST$S~2, 2 — ^VU- s 

-M)7^i»Sit7^, ^7 y ri&tt*siB«fe$tbTv^s. e. j 

. Modest et. al. , Journal of Organic Chemistry 1956, Vol. 21, p. 1-13, p 
.14-20^*3:, 4, 6-v?75/-l, 2-5?fcKn-2, 2-v^^/W-l- 
5 7x^- s - MJ Tv^yf^t^ ^ m-^vVT, item, fc^f^W 
A^4K|H£UTSE<fc£;iX-CV^ 0 *B#irlfl5, 5 6 5, 4 5 1*11 

jUSlCl- (3 -7x=yu 7n tVW -2, 4-v ? T^/-6, 

-l, 6-^ko-i, 3, 5- h y Ti?ism&®&mzm\'*zzb&ttm l 

^tltl/^o ©C'J+l^rSfSBO 5 0 4 2 9 0*W#B»^tt, 4, 6-v?7^-l 

io , 2-^t kp-i-7x^-s- hVTit^m&xv ~m&<nj&&&mm 
■fzftm&m-tzz.h&tdMiztix^^Zo mm^mmo 1/532 7.6^0 

l-p-7on7x^-4, 6-^75/-l, 2— S*fcK 

p-i, 3, 5-hVTi?zsm*m!kM m^^vrm^H) \z.m^&zt# 

15 V^ftV\, 

#swri&3, 6 8 2, 9 1 2^»iti:u, ^^vr^m^m^^h^ 

mMmVk*ft^<k-&V>)bVX, 4, 6-^7^7-1, 2 - 1 K d - 1 , 3 

, 5 - h y Tit^mmmK *m<&fm 3 , 723, 429 ^mmiatrn-^ 
5 v r • &mm&.<k&to t 4 , 6-^757-1, 2-v^tKp-i, 3 
20 , 5- h y T^^mmm*teM£tix\,^z>j)K ztib'&fyxmz.'fiMWk&to 

«\ V>-rtbtl, 2-7tKn-l, 3, 5-MJ7^iOltC-0-lr 

t>^es t -r -5 ems £ ^r-r £ , m<t^m t \&%m<ni\&& x^(dh 
&<b-?\ mmftm<D7 t ~-*h%d,mztix\,^\<\ 
^§#1x^3, 2 8 7, 3 6 ztDmtemsiz&w-jfcm&G 
25 -r^Tte**: (4) ^saxste^asffissaxrv^as, •e<D^:M^(cov^ 
t tifa ib fern $ tit v > * v \ 
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*S#fFfg 3 , 2 8 7, 3 6 6 -5HB*ffl*-Ctt. *<»%W$\ 3 KI&mtfMB 
5 Xiti^h^ahtlX\r^\ 



N^N^NH 2 

HN X' N W 
H3C CH3 



Andre Rosowsky et. al. , Antimicrobial Agents and Chemotherapy 1995, 
Vol. 39, p. 79-86^2^ fc Ko7*l/- hitTcffl^PMSJ (fcv^7 V 

10 TM) ) £ UTTIB^C (6) X7F£tiZ>fc&V>l&Me.m£tiX\,^Z> a Lrt>U hu 

PH 3 




(6) 



15 #38WOBWtf:* 2, 4-$?T5/-l. 3, 5- h y T^MB*#*^f4 
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±fE©S «£3tJ£-r*fc«K *5SW#^tt«fS*: h U 7S»Si»#&*J»b 
5 ,3, 5-hUT^>»*^*fett*©ma#»^l¥*snsttd^7ABM4 

1) TIB-flSiS; (l) ; 



10 R t H (i) (i i) flajft**WbTt>J:^7x-;WSt>L/ 

<»7i^7J^;H. (i i i) iil^tlTfcJ:^7f;H i bl< 
ttt7f;V7MM> (iv) Wft**WbT%)«kV»«*aBI, mMWT 

t < ttt$i7 5 / tj^m, (v) mmm&&VT ! b&^mm 

(i i) HiiS^WbTfej;v^>'^;w* ; bb<«^-^^;wT;w^ (i 
i i) wm&z&isXh&^mmmm. mmmr^jmhVKitmmmr^ 
20 /y;i/^;^ (iv) iil$fit^J:t«i~ 1 607ms, 
(v) a^S^Wbxt)d;^^7;wi/St)b<^^7;wi/-7 

;^H**l/, (b) R^^WttH ykKoh'J7y>i01 




(1) 
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r 2 &, TKm^r^tmm^mvxh^mm^i-i Q<D7)v*)vm*$k 

R 3 RZSR 4 it. R 3 tf*m£tz\$W&&*mVTh&^i%m&l~3<D7)V 
To ) 

3) TIS-H&jS (la); 

R,HN ^IVf^.NHRj, 



<£4U R^l (i) Km* (i i) I^l^tTfe<fc^7i-JHt)L 
15 <li7x-JP7WS, (i i i) g&S£WLT ! fe<fcVV*-:73 L ;i/«t> b < 

^^^ur;^;^ Ov) mmm^mvxh^mmmm. mmmrj^ 
*)vm*\s<\-mmm7^ ;7)i3r)vm. (v) m&m&misx <b&^mm& 

1-1 6(DT;^;US, £fcte (v i) fi&S£WLT fci^S^7JP^H 
20 R/ tt> (a) R^ykmotZte. ykHoh'J7'>*>i01fil:lj|b 

(i i) m^&^^xh^i-y^)mh^<it±y^jv7)v=¥)m, a 




fJ3E$^£m(MM9l) 
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/T/U^^m. (i v) ®m^£WL-Ck<fcV\^|£l'-l 6©7/i'^i, 
Sfctt (v) t^S^ttt'b £ tV^^T7l^^S , bU< tefS^T/^/i'-T 
/i^ug£^U (b) R^TK^fl^tttU ^tKnUlT^fWl 

5 R ai WU giSSrttttJ;t^it7~l 6©7/^/uS^U 
R 3 ^U ? R 4 «, R a^TKm^fctiSmSSrWUT t>«tv^^m 1 ~ 3 

-To ) 

4) (i)TKm^ (i i) fiMttttit^x^StK 
te^-^TA^A-X, (i i i) «g|g£;fi"LTt>J;V^:7?vl^ (i v 

15 ) w&m&mvxh^^mmmm. M7^st)t<(«i7^7 

jv^rjvm, (v) l^MtLt^J:i^iti~i 6 07/^/H, 
(v i) S^^bTt>«J:v^^Tyw^/wS 1 bb<{±^T/i-^/v-T^^ 

R/ # % ( a ) R^TM&Ofctte, ^kKcM)7^SOlMiL 
20 (i) 1BifeSSr^rUTt>J:VN7 3i-^3Et>U<l47ai=yvr/V'^wS, 

(i i) BiftS«r^rb"r i bJ;v^7^-/waE'bL<tt^-7^-/WT^^3i, (i 
i i) i^SSrtLttiv^MS, lM7M^S>bt<i«i7>; 
yr/u^/vg. Xf4 (i v) ItMf ttt)J;v^ti~i 6©T/MM' 

25 i^ixf)©!, 

5) R,i5, a^SSr^UTt<tV^^^/^St>U<fi7^-/>T/W^/uS 



WO 2004/054989 
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5 6) TfB-H&iS; (lb) ; 



(5£4«» Rn«, (i) 7K^, (i i) ilJftS&WbT'b«fc^7x-;W*, ( 
i i i) S^^WUTfe«fcV^7^;^t)b<«^-7^;WT;W^». (i 
v) B»|S&WUT s b«t^«*l!t3St>U<tt«*aiT;^;W», Sfcfct (v) 

fjftS*tbTfe«k^attt7JWi^feb<ttaitt7;i/^-7;wPis* 



LTl>£ (i) iiI^tlTfei^t7fMt)l<ttt7^7WI 

, (i i) w&&*mi>T<b&^mmmmhL,<temmm7)\'*j^ a i 

i) IjftS*tl/tfc«k^«#ftl-l &<D7)V*)Vm, &tc\t (i v) BJft 
*JU*T*D, R 4 *«zK**fcttfitft***UTt)<fcV^*»l~l 6 07^ 

20 3r)mx$>z>f)\ xuR 3 tR 4 t^mm-r^>mmm^t-mzU'DX. xtfn 

To 




(lb) 



10 "To 
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8 ) TIB— *S5£ ( 1 c ) ; 

H 

T IT 

1 X (lc > 

H 3 C CHg 

(^4>> ntel 3~1 5 <£>Mifr£^-f o ) 

9) TIB— AftiS (Id) ; 



5 (Id) 



^3 R4 

-r. 

R 3 E;tf R 4 te, R,d«zK**fc»«tft»**bTt)«fcVi«*«c 1-3 ©7^ 
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) 

10) _hfBi) kiie*©— iKst (i) ^£n6^#>t>b<f«tfx§:i£^ 

1 1) ±IB1) fc:|B*©— (1) T^$ix5ft^t) t< ttt^Sf s 

1 2) #WlgiSltem©f&SR*fctt^B6Srie:^t-t-Si*fL»«J. A***:tt^a 
±121) tefBtt©— tffcfc (1) Tv^$tb-5>ft:^ , bb<fi^:WS^^ 

13) ^0^^<^f^*fc«^E5^^*^^J^S5lat^^:*^-tlEl) lc 

km-*-*. 

UT. (l) "C^$tt-5*5BI«»cfflv^tL*^^ RUst (la), ( 

25 lb) Mtwc (id) x*m£frzit&m^^xnmz.mm-rz>o 

5K, (l) ^o^-g^Stco^TtfeB^i-^o 



WO 2004/054989 
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i^lR.ll (i) (i i) WM&*&^Xb^^~^&-b L 

<|47x^7M/^ (i i i) ItS^tLtt ctV^^^vUgti L< 
iii-y^-^T/^^m. (i vJ.g^tLt'bii^SS, H^Sr^ 
tL<lilii7^7;^/H, (v) tM$rttXt)J:v^i 
5 $U~l G(DT/v*jvm, (v i) g^SSr^U-Ct iv^^T/i^/i- 

15 A\ 1 -^-7^yU^^/V^fcfi2-i~7^/V3i^^^«if > 

mmm&\ tvxit. mmi%*. mmm*&£w*vm*fr(t>miR£ti 

5l~3Mfmu -<^^H^-^bTt> J:v^3~6M^1t^iiS 

asagif t,tu, ^j^fi, 3-i^y ^t>b<f;M-tf y^A-ftif 

y t*<D3-T "/ y /w, #j 1 - 1 9 ^ y if© y vvk 1 - 

fc°^7 vvWft if© fcV<9 fh7t Ko7!i/K 2 -t^E-yr 1> 7 t Ko 

>f y /K ^y^7/!J/K b*7)/y/K f h7t Knk°7-/K 2 

25 -t^7Tb7tKnt°7^K fy^v^/K t a yy^K y =■ A> 

% 1, 3, 1, 2, 4- h y T*J=-^ mtf2-=*r/ V 
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*/y/K fflx.tei < y/vy^/K 3 — fy^/y/^^ 

* 4 — r y^-y y/^f;w"bL<ii5-^y^; y ^A^tn if <tm y=*y y 

/K 3 - £" J> vvl^ ^/K 4-^y^Mf;K 2-t°y^^f-/K 3-t° 
10 ,v^/V s it/is* 7-/V s 2-^;!);^f/K 3-^!J/Mf/V 

^yy/Mf/K 3 — f y^-yy/Mf/K 4 --r y^y y/u-y 5^*^(3:5 
-- r y^y y^vy ^v&^as#T§##J£ vxmf btiZ> 0 

15 2(DT^*;ismtimmmTz ymzm&vtzi><Dtfmtfbti, mz&. 4-r 
^y-ytKn-i, 3, 5-hyr> ? >-2 — f/vr^ys, 4-r/i^^ 

7^-^tHn-l, 3, 5-hy7^y-2 — (/^T^ /m&tcttL4-7 
^^/^TjV^rjVT % S-i?K Kp- 1 , 3, 5 - h y T*J^- 2 ->f /U7 ^ y 

20 mm&\ ~ i 6 (dt^^t/vsj t ttti, sfii^fc u< tt^^oT/^ 

/WgtfS^tfbtb, fljfcff, y^vK n-/ntVK -fy^o^K n 

-y^vK 'f VT'f/l', s e c-y^/K t e r t — ^^/K n -^3f->A\ 
n—'V^vK n-^-y^-/K tert-t^f/K n — y~/K n — ^Sz/U 
% n — !7 yf-y/V, n — KxvvK n - h y iX/W n — T h ^T'y/U, n — 

ramr/i^^Si £ ltii 3-6©^p r^^m^m 
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5 // a^^r ->yW^ ^/K 1 — u^^i/j\s^^;V^tz.{$2 —i/-? v^^ri/sV^ 
Ss v'T/S, C, _ 6 TA^^S, C x _ 6 An7/l'^H, C 3 _ 6 >^ 

15 m. c, _ 7 r/^y-r^> ^a-^O^aX, #/w-^^/ug. c 2 _ 7 r 

yl^drv'^A/tfrvl'S, C 2 _ 7 ^oT/U^^^^*-^ C 7 _ ! ! T 

Ul, C,. 8 7A*A7 5;/S, c, . 6 /np7/^7^I, ^c, 
_ 6 7;vW^/S> C t _ 7 7/v*/>f^75/«, M7^/l, C 2 
20 _ 7 7/^/V7^/*M'=/H> ^^^H, ^^*yg?S. XA/fc^ 
? Kg, C, _ 6 7^=5r^ftl, C,. 6 ^P7/^/VftS, C, _ 6 T 
/l/dr;l,^/U*-/l/S, C, _ 6 /Nn7/^/W/^-/H, C x _ 6 7A3rA 
—A^v-g, C, . 6 /NP7;V^r/l'^/l'*=^t^v'S, C ! _ 6 T 
;W^^*^7^yl> C, _ 6 Aa7/^;^M-/V7^S*^^ 

oTl-6i, U< lil-3igmitv^t)J:v\ 
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Xfiy^vK x-f-fr. n-^o^K -TV^ntVK n-^/K 4 V??-* 
5 , s e c-7^vK t e r t — ^?VK n-^^/K s e c — <^5vK 

o 

10 rc 3 _ 6 ^^nT/V=3r^Sj i: ttli, 0flx.fi, ^D^otX a 

rc 6 _ j o bTfi, 0!)x:fi\ ^^^ri^ff 

rc 6 _ , o 7!)-/Wt^r^Sj i Ltfi, 0flXLfi\ 7 x.—A'ttis* 1"7 

15 ?n>Hr**sm&mf k*K 7*=^^-s^ds»*UV\ 

rc, _ 6 7VW=i^>£j <t L"Cfi, 0flxifi, y h=¥>\ ^h^v^ x n-T* 

o 

20 jjsaitrfbtb*. 

TC 3 _ 6 *>'^ci7A'*/M-^y£j £ LTfi, 0flx:fi> ^D^Dfa/P 

rc, _ 7 r/^y-r^j t tt«, 0Ux.fi. tjvi^vk r-tfvK ye 
25 tra-=/K y^^/K 'fy^fD/K ^v^y^/^^fi^^-^y^/^^ 

ff btiZ> 0 
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fe-g'LfcfcOdSfcff bth, 0Jx.fi, * h x.y*i/2uvtf=.,v 

TC 2 _ 7 ABT/Wn^^/^Hj £LTfi, 0iJx.fi, yppy 
v-^/v^^/K ^n^E-^ h^v'^/l'tf^/W&fcfi (I-^pp) ^Y^^y^jv 

TC 4 _ 7 ^□7/^^t^^/^=;Hj tLTfi, 0iJx.fi, v-^n 

rc, _ 6 7/^;U7$/Sj £LTfi, Mx.fi, x-*f-A>T 
n-7ct>75y, ^y7nk>7?7, s e c-7^7^y$fc 
15 fin— <yf;>7^ y^ri^ff e>ti,-5o 

r^c, _ 6 7;^7^;ySj i: ttii, 0dx.fi, v'y^vur^y, ^ 

rc, _ 6 ^D7^7^ySj <hLTfi, 0iJx.fi, M)7/vtnyf/u 

20 rc x _ 7 7;^y^;i,7^ySj £LTfi, ±fsc 1 _ 7 7^y^r/H 
f-r^yg^^LT^sems^ff ^ns. 

rn#tTS:ygj <t LTfi, 0iJxfi^-/u*y ylf^iif e>tb6 0 

TC 2 _ 7 T/l-df/PT^ y#/U#=yl.gj £ LTfi, ±IBC, 6 T;V*;VT 
^ / Sfc # yuxK =^SdSjfe^ L T V n 5 fi&grt^ ( f ^ § o 
25 rc x _ 6 T/i^/i^^gj <!:LTfi, 0iJx.fi, y 5vi^;?J-, ^^/i^^ 
n -7>u \£jV=f-fr, y^p tVU^^~, sec -^/U^* fcifi n -^^^ 
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5 n — ;/p tVu^/l^^/i^ y/o tV^;i/*-/K n — 

r t — ^^/l^/Usfr^yK n — ^i/^vW.X/l-zjN — /V s s e c — OJ-jl'XjUft 

15 ^tfp>tts„ 

M^&R.tLXa. (i) Tkift, (i i) tiS^tLtfc ctVNy^-zu 

L< tey^/KT/l^/Ug, (iii) ^m^C 1 ~ 1 6 (DT^j^m, 
(iv) n^T/^^-T^jvmtm^.^\ 7 ^.-/VT^/V&b ttil 

l< «y ^m^t> l< vmmw^ ; tk^s ; c , _ 6 T/v^/v^. «t <om& 

L < fiy t -zff-j^m ; C, _ 6 /no 7Vv*/vS, £ K> L < h 

y ; C, _ 6 T^^^rv'S, J: 9 #3; L < fcty ; C 

x - 6 ^cTyU='drv'S, £9#£L<f3:hy 7y>to^ h**>mtj: k'tmif 

^Dn7x=yUi, 2, 4 - y ai^/l^ 2, 3, 4-hJ)7/Vt 
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h * i/- 4 - t - / f 1 ^/H, 4-M7^to^ hdrv' 7^-/1^ 
4-tKo*->M^^H, 3, 2, 3, 4-h 

5 /WS, 4-* h^r^^iy^m, 3, h^r^^^S, 2- (4- 

» n — ^zf^/^, n-t^f/l'i, n-rh^f^ ^0^^ 

fifeSR,' te. (a) R^Tkf^^te. ^bKnh!i7^I©lfii: 
io g&LTV^ ( i ) tt^S£^rbT i b<}:^:7^/i^'b ^< Ii7s=/v7^ 
/v*> (i i) M^S^^■b-Ct>J;v^^7^/^S 1 bb<fi-^^^/^T/^^^S 

, (i i i) mms^*uTt>«tv^^s, mmmr^^m. fcuoi* 
natr 5 / t/^/vs, (iv) tiiMtttt) iv^it i~i 6©7/u 
(v) m^&^vrh^m^T^^&hi^Ki-tm^T/v 

*fc, IMR/ tt, (b) R^^fgW^ttt. ^KnM)7v?y 
i© 1 3#<^iSfJB!ma&-£ LTV^Tkl?! £iH-„ 

20 T/i'*/i'££*-t-. :rt% Kitl~l607/^Sittli, KfMKS 
12-1 6 W7^^ST*fc 5 C t 9 t < , 3~1 5(7)T^ 
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5 &mi- 0 r^T% ^*»l — 3©T^yUiSi:bTfi, IlQiMKSfctt#tt:|fcO!> 
^i*tfC*>oT<> «fc < „ mz-t£s *?vK oi^vk 7 p n^tlWy7 , Pf 

R 3 * R^o^Tttu R 3 , R 4 *5ctr>^ttb^^LTU^^M^-^ 
-r*r£3s-e#5 0 R 2 ^tiMtlTl)J:V^it6~16, 

=fc L< te3~8. ^TOL<tt4~6t*^ 0 rTA^/U* 

s&sr 2 , R 3 ^ctu ? R 4 ^7'^ d r^*T'fes^-a'. &r jv^jvmtm&m 

20 a C, _ 6 T/U^/U^m. C x _ 6 ab7^3*^ C, _ 8 a 

t»7^t|, Tk^S, 7^1, Cl _ 6 T**jUT$sm s i?C, _ 
6 7/^7^/S, C, _ 7 T/^y^^T^/S, rfvl^A-g, C, _ 6 
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±IB— ffcjX: (1) T"^^n-5^^i{cjolNT, iitVT^tiSZt^ll, 

0 L#>U — flxxt (1) T-^&*b3te-g*#jK:fc£ % w<£>f&tct>t^< o^cDS^g 

10 £*T, S (la) 't'^gldoV^tfc^-r.So 

^ (la) ^©filSR.^R!' tt % ±fE5t (1) -CKWUfcai 5 

o 

aWWKHSVvrfi, JbfEg&SR^ (i) (i i) SM^tL 

rfc i^7i^/HfcL< ji^^^/^r/^^/i^s, (i i i) g^s^^ru-c 

15 h^-r-y^m. ( i v) ems^^rurt x^^mmmm. mmmr^^ 
mhv< temmmr * /r^^m. (v) gmssr^rL-ct><tv^^i~ 

1 6<7)T^/l-S> (v i) g&g£#LTfc«fcV^J|£T/l^/USfcL 

R x ' # % ( a ) RjflSzkjfcOfcfcfi, ^tKnby7$?yl©lffilCtftU 
20 TV^3 (i) IM^tLtt JiV^^^g^ b< te^^vWTA^l^ 
(i i) «*SSr^rL"Cfe<tV^7 i ? L /^aE'bL<»4^7^T/W^r/l/S % (i 
i i) I^S?rf UTt)ctV«iS, lil7/U^Htl<(«i7 5 
/T/I^VS, Xtt (iv) mttttUtiV^ftl'-lfi 
L < 7 ~~ l 6) oryw^y^-efcS©*s»* bv\ 

25 R 21 fi, «tfeS4r^TL.Tt>«tV^5Jffk7~l 6 (07/^^1^^ 

|[7~1607^/ulj £LTtt, #J;ltf, fi«l^t>b<»:^tt^^ft 
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7~1 6(D7y^/Vl^$lf tfijifin— .^f/K n-^^vK te 
rt-t^f/K n -y-yU N n-xv'/K n — ^yf^K n — KxvvK 
n — h y f^v n —x F7TV//K n — ^i/^xvvK n — ^^rif "ri/^tj: 
b'tmmteMt LtiifttiSo £*ii$:7~i 6©7/u^uS^tT1)J:^ 
5 ftSli, ±15^: (1) -et^PJLfc@mSi:I^C-CfcoTJ:v\ 

5£ (la) 4xDgmSR 3 S.^R 4 f-oVNT«, JhfE5£ (1) T*t&9! Lfcil <9 
-e*>S^ % ^ (lb) lc*5V>T«, IMR 3 ^fiM^t 1 1 1 «t i^it 

10 5£ (la) *0«|»H:oV^t>±fB^ (1) X-mWVtLmVX-lb&o 
UT. S (lb) *©#2£te:ov^tft9H-5o 

f^SRuf^ (i) TKSf, (i i) g&SSr^LTkJ;^^/^ ( 
i i i) g^llrttttJ;^t7f;i/St U< ra^^vi'TA^/HK (i 
v) «»SSr^UTt<t^**at*t>L<fi«3(5aiT/w^S % £fcfi (v) 
15 ffmS^LT&cfcV^^T/^/ugklX tegHfcT/l^u- 7^*/WSt« 

^icfc^-a*, ±iBR 11 ^g^s^^rtTt i <t^7^=/u»T*fcS(D^$ f ^ 

f»„' W\ (a) R,,^**©^*!*, ^tKPhy7^S©lfi 
20 CitU^S ( i) IM^tttt>J;V^7^Ht L< ttt7fyv7/i/ 
(i i) S«ISSr#LTfc«tl^«KsaiaEfeL<f±«SiaiT^/^ 
(i i i) g^SSrWUTtctV^^l-l 6 tf>TA-3vi^ Sfcta (i v 

25 0 

*fc, ItSR,,' fi, (b) R^^tKUI^^^^^ v^tKahUTv? 
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it (lb) ^^m^£R3^t>*R 4 ^ov>T«, ±iE5£ (1) -etft^bfcii^ 
^ (ib) ^Wfuco^-ct-Lfe^ (i) -eMlLfcii9-efc5 0 

5 (lb) ic&v^-C. R n MR 4 ^>^<tt)-*(i, «&X£r*LTt> 

1 6 (DT/Udr/l-aj fi, Jtffi^: (la) X*m.W LfcS<b £-e£>5„ 
it (id) tof^SR 1 2 f*> *fc(±e^S^WbTt> J: v^miiS 
^ (Id) *©g#ISR 12 ' tt, (a) R 12 fr*m<Db£te, i?t Knh!) 

„ v>t Kd b y Ti^yfO l^fc(i3{i^mF^{C^UTV>57Km'Sr^ 
^HTyV^-/vS^U<(i ; li^itT5/T/Wdr/l-Sj it. _hl5^ (1) "CM L 

5£ (Id) ^©I^SR 2> R 3 ^t> , R 4 f*> -bfExt (1) -eRwufcaui* 
(id) cf<7>«8u»^ov»-cfc±iB^; (i) -ctftpJbfciitJ-efcSo 

20 RJbizB^-Ctfcte^ (1) {«Sr^b-C^Tt>i:V\ ^<E><fc 5 L 

Tt*. ^ife, mm. -f^^°^m. %m. ssm, ^ygs^ hv y^^mm 

^ h\ iB^SL *^^Sft, 7j\<^y 

& Tx=3jisv^m, &M^m. y^—^m. ^-^^m. tvf^^ 
<D^mmt<Dm.-,mm. mti^mm. mm. v^m. mm. mm. *?&t>u 
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±.mt&m (i) trnzmg^-rz-hK a) *titb<D-jj%®m&z>\<^* 
^TkmmimMZitxm&Tzfr. h^^a (c) ^t>L<fi^7k^*{e: 

5 i££*L6 0 

±.mt%m (i) ^^/w^^r^s^/cfi^/i^^v^s^if^^tts^w-r 

±m<t&m (1) f^t***-^ #63^ gE&fi, #J;ifcf^- 

y^v, t°=<y^ i^y-^T^y, ^i^/-/v7>;y, hjjx^/-^ 

7?V, ^ t < (iN, N ' - it/lsx.? \s^Z?T 

^5 (i) <Dmz, m^Tjv^=->^ y^yfcKtt^f-y^t'oMtt 

20 JriBte<&4& (1) 3&s^*I*fctt«IB • Wm&k l.T&m£tiZ>m& 

mt&m £7M L T J: v >» 

25 1 
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(5£«K R 2 ' (if t i v^if 1 ~ 1 6 ©7;w^/H^^ 

) 

JKiiS^iSfclU:, R 2 «tl~16»7/V^i (R 2 ' ) T*fo5— ( 
5 1) -C'^$tl-5^#)C0Mit^?Sfe^-ro #&^J;;h,kf, *i\ (7) 

> ?i^iy^/^^mts:t'<Dm \z.m%&, ®m (&l y*y-/K ^ 

10 &;VJ»T^ K*£) *K thy?Av?^7t5 K (8) ) i:R^S$-er 

-cs'Tv ?r-i?>mm& o) ) srSBt-j-So (7) 
sciiati, nsj«fcHfc-g>4& o) ^it-rsr £^-e#5 0 it&® (8) © 

15 teJB*ttrtS-&4& (7) l^WC#LT$n~2^-A'^;l\ L < 1 ~ 1 
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. 3*/H5*, Rj&umte&ism gox:~i sou ff*uii«8ot-i 

KfcJ:0*HMfc-*- h V *A*fctt*IMfc# x ) * Attn* M^X biz. 
10 10)) fcff#**Tlf^T-*vr K»S*tt (ID) 

jsjitwfc^ do) ( 9 ) i*Mztt^xmi~2*;vm 

ff*u<tt*sniot-i5ot-e«>5. ZL&i-rzit&vo (n) ttjav^i* 

otic. (ID i^b^* (12) lr^^*t@^kWfc5^ 

%m d3) d4) , (i4' ) t>u<(4 d4' ■ ) &mmi-z>o 
it&m (ii) tt^mp^fc^^«isiiims^-e^^^s^i:^-e#5 

o it^m (1 2) tLttt^b^ T/V^t K©«U w*Lfc0>W#. 

(12) |Cte<D»lK (flk 3i^/-/K ^n^V-zK V 
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mte&o mm. m<o^rxmt^ (14) tit^m (13) <Dm&m&£. 

o -Jr. mm(Dft&Tx*teR ia <Dmmfcmmte<<[:&M (14) trnfttofcit 
5 ^t5;^^#v\ ®t&£t$t&m(DQimmmk&vo an i^n^uti] 

0. l~3^E-/^», #3;U<te^O. 3~1. 5^E-/V^*T*fe-5 0 ( 
12) MiU^^t, rt^#> (12) <D^ffl*«^^ (11) l^ju 
lcMfCl5l~l 2^1, b< itm 1 ~2^ry^4, KJcSiaSttii^ 

10 ik&M (13) bik&m (14) te/BWc®^i£i: LT#"b*L-5^\ ^tcJ: 

h y ? ^tcnfcmit* v ^^t^m^^x^o-r^^t^x <om 
m&mmzx&fri- 5 r <t 6 0 (13) i (14) 
£ fc te^gfittfi v- y * tr/vi) 7j±?u^vy7 7>(—-£tL nnmik & if ^ x 

15 HbllfcM (13) (13) t (14) 

tKP77y, T-ter h V;\st£t*) 'ftMLt, te-g^ (14) \z.m^ 
Z> r £ So S/S^fiil^ 5 0 <C~ lOOt, L < 8 0 °C~ 

20 10 OmS, (14' ) te, {k&m (1 4) ©S'Ilttft:-efc5. 

£X±<D£oiz.\^x'&binfci\:&m (1 3) , (14), (14* ) tL<ii 

d4' ' ) <Dmmm&ttmwt=.xTj\' mm^^ti xmrn-tzt 
y ^ -^>> jMfc-*- h y mm-r h y y ? a, h y ^ a. 
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H 2 N^ ^N^ 



Y ™ 



R„ N H 2 _!!!!__ R,.- R Y V N " 2 
7 15 NH NH 

16 




HzN^.N NH 2 
T T 

R 3 R4 



r '» nh yV NH2 

N NH 18' 

A 

R3 R 4 



H Ri a NH. .NH 2 

RiaNH N NH 2 ^ 

T T ^= HlL I 18' 



N N 1 » 



A A 

/ \ R 3 R 4 

R3 R 4 

m&jJ&;2lZ > R 2 &7kmx> (1) X^ZtlZik^M^M&Jyfe 

Sr^-To *miz&titts £i\ -fb^ (7) zmttlmffi. (&L m.Wt. ffcm, p 

UWklk, (M. J~ /K /K -7v*;—/v, sfy-yvs*; — 

10 /K ^^7— /K -^-fef>\ H/Wn^. 3rv^u:/ % Ifcifc^^vK T^h^t Kb 

K Wk^4fe (15) ) tSJ5$-frtt'^7t^ K£t&# Mfc-S^ (1 6 
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p - h/w^v^/v*^®?, ^>-&>x/U7iK^m, tZi/^jv-foi/Wzk* 
) (7>#£T, (15) ^Jfc^iirS^KJ:?), UTO^-S^ (16) 

£»Brt-<5 5. (15) ©tefflittfl;^ (7) l*Mz.n 

6 0°C~15 0°C, #*L< fi#<J8 0°C~1 0 0°CT*fe5 o ( 

10 o^'Cft^ft (16) \z.{c%m (12) &KJ££*TBttte^fcr?fc5'fb'& 
«(17), (18), (18' ) tUli (18" ) Sr»3ti-5. 

(16) bik-&® (12) fc(DRj&ttJ:IBUfcte£''» (11) (1 2 

) i©K^t±< U-Cf?* 5 - kfrxt, (17) fifb^- 

m (13) <w£<t;£< raflim u-c-fb-fr* (is) i^t5ri^f#5 8 
15 (18'), (18' ' ) i±, (i 8) <DE.mm&ft-eibZ> 0 

D-*3«tVL-9L», D-*5j;tJ«L— ^V^/Hk D-*3 «ttJ«L - y ^=^, 
Jgtt&if) */t»4^yu*>» (#J, *y77-^/^^j:a ^fflv^T^T 
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*mM<DfcMmv>&$}J&ft~ehZ>ik&M (i) <&?h. ft&m (la), ( 
lb), (l c) RXI (id) fc%iM4k&Vox*foZ> 0 

it&m (i) <om-& ^mmt lt«u -mx. cd 4 , wr 2 slt^r 4 ^v^ 

5 ri^lf k*l5„ 

-ffc-&4fe (la) CDffrti L\,^m&k Utli, — (la) ^©R,^\ (i 
) tK^, (i i) ffi&S&WLTfc «fcV^:7=::=^SfcL< fi^^TVl^/U 
(i i i) l^S^rf ttt)J;v^7f;H, (i v) gglSSr^UTk 

10 ^S^ttt J:v^miSci~i 6©7;p=5f/H, (v i) I^SIrf 

as, ( a ) r^^^ct)^^^ hvr^>n<Dim^nmvx^^ 

(i) IM5rf Ltt)J:V^7x^/Ht)L<(47x-^7^^H, (i i 
) g&S£^bTt> .fcV^^A'S'b b< fi-^-^^^T^^/PSs (i i i) 

=*r/vS, Xfc (i v) fM^Lt'b.tl'^itl-l 6(DT/V^/l-S-efe 

zit&fo&mi? btiZo x ym^^nwkt u-t«, ±is— da) 

gmS^UTt 3 J:v^m^:i~3cDr^^ST'fc'9. R 4 ^ % ft&S 

-fk^#) db) (Drnti ^^mmt tt«, jlis— ^ (n) *£>r 



WO 2004/054989 



28 



PCT/JP2003/016131 



flfy*.wr, flay. *i#j> ^^/h^ irsiu gg&aj. mm, mtm. 
h^j, ?v—j*nk v^n, f^wr y—j*m> p-v-av^j, 

. IMfflK «*3W, $ft»#h !J-p<^h^J, v-n^^J, qfl£ 

teZomi&SffloM&mi* ^Jxl^x W^Js *g^Js /«i£3J> ^ffif£t£#Ji£ 
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m *z> mm z> z t a* # 5 „ 
15 *tt»?w*^©**iji-, <t&m (1) *fc(»s¥^^f^^n#2>^> *3<t 

25 tts»<c ir cDg$*tc, (1) ^fcttma^w^sf^^n^sta^ ^ctt>* 
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mz. it&m (i) ^yttt^a^wicff^s^saL, ^i^na^ m 
^a^tcw^$tt#s^ *5<tt^eTM{-«J: 9> eaa-tf, ?Ub#J, 
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y^|j3-;K /fy^P/V- /K U = — ;K tK, V 

o 

^ffl^JirUTf*, SEA, M, *J£A> RftS. i£JJ§> 

10 mm. mm, Mm, &j$*tcn&&te¥ftmizm~rz>mi*m#i& 
20 mmt ^x<Dmm±<omm&. sp^i^ /&ai eyifc^o. 001 

25 JH«!| 
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(mmm 1 ) 

3, 6-v?tKn-6, 6 - ^W- 4 -fl/^T % J - 2 - (4' 



0 g ( 4 . 6 ^ V ^r^) J 80ml, Tir h > 1 20ml, 

g£0. lm 1 ^Dx.T2 1B#H95§ML mBET-e^?:©*b, BjtSr 8 0 % 

^A^n-^h^^^'f — l> o n*;vA • • g^!?i£ (9:0. 5 

10 : 0. 5) -efiSffl] tWLX»|4L, 1 . 7gS:#fc. 

1 H — NMR (CDC 1 3 ) 8:0. 87 (3H, t, J=7Hz, CH 3 ) , 
1. 1-1. 6 (16H, m) , 1. 40 (6H, s, (CH 3 ) 2 C) , 3. 
28 (2H, br dt-1 ike, NHCH 2 ) , 3. 77 (3H, s, C 
H 3 0) , 4. 4 5 (2H, d, J = 5Hz, A r CH 2 NH) , 6. 81 (2 
15 H, d, J=8Hz, A r H) , 7. 11 (1H, br t— 1 ike, NH 
CH 2 ) , 7. 19 (2H, d, J = 8Hz, A r H) , 7. 45 ( 1 H, b 
r t-1 ike, A r C H 2 NH) , 8. 4 7, 8. 6 0 (each 1H 
, b r s , NH, NH + ) . 

■H-'H COSY(Cj;!5 NHCH_ 2 (8 : 3. 2 8) t NHCH 2 (8 : 7. 
20 1 1) , A r CH 2 NH (8:4. 45) iAr CH 2 NH (8 : 7. 4 5) */ 
Jf-r^mcjJ y7V y^i^^^t £fc, hy7^lNH^NH + (8 
: 8. 47, 8. 60) v/^f;Hii©^P h 1/ 1 <DH V? ]) IsJf&mfttefr 



25 3, 6 - v 5 k Kn-6, 6 -^^ Tvl*- 4 -'fi/A'T ^ / - 2 

5: / - 1 , 3, 5- h yr-^y • y ^^^fv^yw^. 



5 




(H«iJ2) 
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N'-^y^-N'-f^- WW K- 2lSStl 1. Og (27. 

2 5: v ? / — i50mi mm\z 5 NTk^k-*- h y *>J>.7kmm l 6 

5 0 m K t°-< 1)^16 1 (19. O^U Sr*D^.T 1 7 B#KiSifc$L ^ 

#10. Og*mco Z<D2. 5g (6. 7?!)^) ^Tirh^5 0 

mlC^U ^y^y|16g (16. 7 5!)^) ■^MX.tzM.. W> 
ffiTTi^j£&®*U SBfiS: 7 0%Tir h - h U /M^f^-i^U iffTT* 

y*y-yWS$E (9:1. 5) -e^ffl] ^txilit, ^-TvvSrJn^x^ 
IMfc£*-riiL£ 5 oX;ut (Dm&BMi 2 . 6 g £#fc 0 

1 H — NMR (CDCI3) 5:0. 88 (3H, t , J = 7Hz, CH 3 ), 
1. 1-1. 6 (16H, m) , 1. 40 (6H, s, (CH 3 ) 2 C) , 2. 
15 7 6 (3H, s, CH3SO3") , 3. 22 (2H, br dt-1 ike, 
NHCH 2 ) , 4. 50 (2H, d, J=6Hz, ArCH 2 NH) , 7. 16 

(1H, br t-1 ike, NH) , 7. 2-7. 3 (5H, m, A r H) 
, 7. 60 (1H, t, J = 6Hz, NH) , 7. 96, 8. 09 (each 
1 H, b r s , NH, NH + ) . 

20 mmm 3 ) 

3, 6-v?tKD-6, 6-v ? ^^/V-2- (3' , 4' -i^^h^V^V 

itjvr 5: y ) - 4 -x^r ^ y - 1 , 3, 5 - h y r v 5 ^ • 

N 1 — (3, 4-v^ h^v-^^vW -N 5 -Kf^-t'^7t^ K • 2 
rn.WM.Z- 5g (7. 5^y^/W i-y — /V7 5 m 1 > 7thyi20m 
25 1 „ 2m\*M7LX2 4&fmmm'&. ^i£TT«£&©*U 

$rv^y ^W7^^ o-v h^77^f- [^dp*M • * ? S —frWML (9 
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m&rxmm^^^v, m&rx-t^^mvxm^mm^mi^2. 2g% 

1 H — NMR (CDC 1 3 ) 6:0. 87 (3H, t, J = 7Hz, CH 3 ) , 
5 1. 1-1. 6 (16H, m) , 1. 42 (6H, s, (CH 3 ) 2 C) , 3. 
30 (2H, br d t - 1 ike, NHCH 2 ) , 3. 8 5, 3. 8 6 (e 
ach 3H, s, CH 3 0) , 4. 46 (2H, d, J=6Hz, A r CH 2 
) , 6. 7-6. 9 (3H, m, A r H) , 7. 12, 7. 46 (each 
lH.br t-like , NH) ,8. 51, 8. 63 (each 1H 
10 , b r s , NH, NH + ) . 

3, 6-^KKd-6, 6-^f/l'-4-fW^;-2- (4' 

h^t/7x^f^7^ y) -1, 3, 

N 1 — (4-^ h*^7 a^^jV) -N^^^W-t^T^ K • 2i&m& 
15 2. Og (4. 5 0^) \Z.t $ J —>V 1 25ml, T-fehV8 0mK 

mmmo. 2mi^Mt2 4flfr«i, mi±rx^m^m^v, mm*^ 

8:0. 6:0. 6) Ti&tH] tftttiSt, 7 0 %T"fe h =- h ]) ;V*mW. 

\cmm&. mmrxmm^^v, m&Tx+Mz&m^xm&ffimtkvmte 

20 2 . 1 g £#fco 

1 H — NMR (CDC 1 3 ) 6 :0. 87 (3H, t, J=7Hz, CH 3 ), 
1. 12-1. 6 (16H, m) , 1. 43 (6H, s, (CH 3 ) 2 C) , 2 
. 80 (2H, t, J = 7Hz. ArCH 2 CH 2 NH) , 3. 33 (2H, b 
r d t - 1 i k e, NHCH 2 ) ,3. 5 1 (2H, b r dt-like 

25 , ArCH 2 CH 2 NH) , 3. 77 (3H, s, CH 3 0) , 6. 8 2 (2H 
, d, J = 9Hz, A r H) , 7. 11 (2H, d, J = 9Hz, A r H) , 
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7. 08-7. 16 (1H, over lap, NHCH 2 ) , 7. 2 1 (1 
H, br t-like, Ar CH 2 CH 2 NH) , 8. 49, 8. 51 (ea 
c h 1 H, b r s , NH, NH + ) . 

'H-'H COS <9 NHCH 2 (6 : 3. 3 3) £NHCH 2 (5 : 7. 

5 0 8-7. 1 6) , ArCH 2 CH 2 NH (5 : 2. 8 0) £ A r CH 2 CH 2 N 
H (5 : 3. 51) , ArCH 2 CH 2 NH (6 : 3. 51) i:ArCH 2 CH 2 
NH (6 : 7. 2 1) i^^-T/vm^ y -f V ls?&Wb btltc 0 hVT 
v>VSNHi:NH + v'^t/l' (6 : 8. 49, 8. 5 1) nm<D^a h ^ t <D 
■fry?}) ^SrtBa&ftj^ofco 

io mmm 5 ) 

3, 6-^bKo6, 6 - ^f^-4-;=/U7$; -2- (4' h 

*^7x^w^;) -1, 3, 5-hyr^y-fi»* 

N i_ (4-^ h^^^^/U) — N 5 — 7 — K • 2*&^i£ 

2. 0 g (4. 6 5: y^e/1^) IC^^y— /H OOml, Tir h Om K Wk 
15 &g£0. 2ml <£r*0;LT 2 0B#Mai«E3L ^T«lr@it, RttSr^Tk 

l«^77-f — ta n*/W» • 7 — • gt&ttBM (8 : 0. 7:0. 7) 

1 H — NMR (CD 3 OD) : 0. 90 (3H, t, J = 7Hz, CH 3 ) , 1 
20 . 2-1. 5 (18H, m, (CH 2 ) 6 , (CH 3 ) 2 C) , 1. 66 (2H, 
m, NHCH 2 CH 2 ) , 2. 9 1 (2H, t, J = 7Hz, ArCH 2 CH 2 ) 
, 3. 29 (2H, t, J = 6Hz, NHCH 2 CH 2 ) , 3. 56 (2H, t 
, J = 7Hz, ArCH 2 CH 2 ) , 3. 77 (3H, s, CH 3 0) , 6. 8 
8 (2H, d, J = 9Hz, A r H) , 7. 22 (2H, d, J=9Hz, A 
25 rH) . 
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4 -^yf^VT^ /- 3, 6-^tKn-6, 6-^^u-2- (4* 

Ki/7x^75/) -1. 3, 5-MJ7^y-MI 
N 1 - (4-^ hdr^7x^f^) — N 5 — "7 ^f^ - \fifT~y~^i K* 2*fc 
&£&2. Og (4. 3^^^) (^^/-/HOOml, 7thy40ml 
5 , WttEfeO. 2ml Srittl 6H»m&%&. «JET-C^Sr«*b, 

y # y^^7 7 A* o h ^7 "7 a — I? & n zJv^A • *9 / —tv • g£@£M?& 
(8:0. 5:0. 5) Tigtti] HWUltll, ^ -/KC^gf, 

/Co 

10 'H-NMR (DMSO-d 6 ) 8:0. 8 5 (3H, m, CH 3 ) , 1. 0- 
1. 6 (18H, m) , 1. 35 (6H, s, (CH 3 ) 2 C) , 2. 74 (2 
H, m, ArCH 2 CH 2 ) , 3. 26 (2H, m, NHCH 2 ) , 3. 42 ( 
2H, m, ArCH 2 CH 2 ) , 3. 72 (3H, s, CH 3 0) , 6. 8 6 ( 
2H, m, A r H) , 7. 14 (2H, m, A r H) , 7. 1-8. 4 (3H 

15 , m, NHX3) , 8. 49 ( 1 H, br s, NH + ) . 

3, 6— S?fcKn— 6, 6-^f^-4-f->^7^y-2- (4' - fc 
Ko^y^7$/) -1, 3, 5-hVTi?>-i&jB6t& 
N i_ (4-t Ko=^^y^) -N 5 — T^fr-^fT-r-i K • 2&®&g 
20 1. 9 g (4. 5 51 y^E-AO \Z.*9 J — ^2 5m K Tir h 2/ 4 0 m 1 x 

mo. 1ml ^DiT3 OttlRjaHKffe. ^T-CiS&£e*U M?r8 0% 

H - h y /Wk^T'S^ffl U-C, i-Sl0 9-lll ^O&fefcMIS: 0 . 
4 g#fc 0 

'H-NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 7Hz, CH 3 ) , 
25 1. 2-1. 6 (16H, m) , 1. 46 (6H, s, (CH 3 ) 2 C) , 3. 
32 (2H, br dt-like, NHCH 2 ) , 4. 4 1 (2H, d, J 



WO 2004/054989 



37 



PCT/JP2003/016131 



= 6Hz, ArCH 2 ) , 6. 81 (2H, d , J = 9Hz, A r H) , 7. 
11 (2H, d, J = 9Hz, A r H) , 7. 24 (2H, m, NH X 2 ) , 
8. 1 3, 8. 44, 8. 8 3 (each 1 H, brs, NH, OH, NH 
+ ) 

5 immm s ) 

4-t^f^75 7 - 3, 6-i?tKo-6, 6-v^?Vl — 2- (4' - 

tKn^y^r?/) -l, 3, 

N 1 — (4-t Ko^^y^) -N 5 -^^^/V- \?7T-T4 Y ' 2mm 
Sl6g (4. 6 ^ !) ^E-/^) ^y— )V2 5ml, Tir h V4 Om K 
10 ®?0. lm 1 ^^.T4 0X^X~6 3^», ^V^"C 8 B#f^»^#, ^iETT* 

3S?t^iyy tJtffrtiy J*? pvh^77^- l?nv*/uj* • y <*y 
—A-flM (8:2) T^ffi] ^#b-C3»Mb, ^feW^^>@#: 1 6 g 

o 

15 'H-NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 7Hz, CH 3 ) , 
1. 0-1. 6 (12H, m) , 1. 40 (6H, s, (CH 3 ) 2 C) , 3. 
3 1 (2H, m, NH CH 2 ) , 4. 4 2 (2H, m, A r CH 2 ) , 6. 8 2 
(2H, d, J = 7Hz, A r H) , 7. 09 (2H, d, J=7Hz, Ar 
H), 7. 0-7. 2 (1H, over lap), 7. 26, 8. 19, 8 

20 . 2 5 (e a c h 1 H, m) . 

4-$>'7*i/;\'T^/-3, Kn-6, 6-^^1—2- (4' 

-tKo^^y^r?/) -l, 3, s-hyj^y-MS 

N 1 - (4 -t Ko^v^O-vW -N 5 -i)yf^-tymK' 2^ 
25 ^i&2. Og (4. 5^!)^) (cy * y — 2 5 m K 7thy4 0ml, 
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. 5 ) xman tew vxmm u in8o%7th=hy /UTkJsaE-cwas* l 

t< jgfcjft 110-112 °C<Dm&%£Mi 0 . 7 3 g £#fc 0 
1 H — NMR (CDC 1 3 ) 8:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
5 1. 1-1. 6 (20H, m) , 1. 46 (6H, s, (CH 3 ) 2 C) , 3. 
32 (2H, br dt-like, NHCH 2 ) , 4. 4 1 ( 2 H, d , J 
= 5Hz, A r CH 2 ) , 6. 80 (2H, d, J = 9Hz, A r H) , 7. 
11 (2H, d, J = 9Hz, A r H) , 7. 25 (2H, m, NH X 2 ) , 
8. 1 3, 8. 4 4, 8. 8 6 (each 1H, br s, NH, OH, N 
10 H + ) . 

mmmi o) 

3, 6-v?tKD-4-7v//V7^-2- (4' - * h *i/7 i^f;P7 

5/) -l, 3, 5- m/ts^ -ifiifcis 

N 1 — (4-7* h3F">7aLJ*^vV) -N'-fv'/l'-t'^t'f K. 2M1 
15 2. 5g (5. 6^^) 1^-^/^2 0 01111, ^f7^6ml 
(6 7. 8 5 y ^/V) , tSiO. 7ml ^Dx.T6 8 H^SSi^, WLfeTX* 

mm&wiz u 8o%7thxhy A^^t^a?^, mjzTxmmzmiz l 

(8:0. 7:0. 7) T?Jgffl] ICf*UT»«U M&MI^^Hft: 

20 0 . 7 g Sr#7Ji 0 

1 H — NMR (CDC1 3 ) 6:0. 87 (3H, t, J = 7Hz, CH 3 ) 
, 1. 1-1. 9 (16 H, m), 2. 80 (2H, t, J = 7Hz, ArC 
H 2 CH 2 ), 3. 34 (2H, br dt-like, NHCH 2 ) ,3.5 
2 (2H, br dt-1 ike, ArCH 2 CH 2 ) , 3. 78 (3H, s, 

25 CH3O) , 4. 47 (2H, s, CH 2 ) , 6. 83 (2H, d, J=8Hz 
, A r H) , 7. 12 (2H, d, J=8Hz, A r H) , 7. 3-7. 5 ( 
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2H, m, NHX2) , 8. 24 (2H, m, NH, NH + ) . 

mmm 1 1 ) 

4 - £ l/*? i/jVT ^ / - 3 , 6-v?t Kn-6-^f/W-2- (4' h 
^r^y^T^y) -1, 3, 5-hy7^y.fiii 
5 7«T. N 1 — (4-* h^S^i^/U) -N 5 -^f^-kW^fK 
. 2^mM.A. Og (8. 9^!J^) C^y-;H0 0ml, Tir^TA- 
TtK5ml (89. 2$y^) , ^igl&O. 4ml^Mt2 4^« 

n A • ^ ^ y — ^jgjfc (9:1. 5) Tlgfct}] ^LtUlt, 70% 

ttifetii^oi^ i . 4 g *mtc 0 

! H-NMR (CDC1,) 5:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
1. 2-1. 4 (16H, m) , 1. 33 (3H, d , J=6Hz, HCCH 
3 ) , 1- 5 0 (2H, m, NHCH 2 CH 2 ) , 3. 2 9 (2H, br dt 
15 -like, NHCH 2 CH 2 ) , 3. 77 (3H, s, CH 3 0), 4. 45 
(2H, d, J = 6Hz, ArCH 2 NH) , 4. 72 ( 1 H, m, HCCH 3 
) , 6. 82 (2H, d, J = 9Hz, A r H) , 7. 19 (2H, d, J = 
9Hz, A r H) , 7. 27 (1H, br t-like, NH) ,7.58 
(1H, t, J = 6Hz, NH) ,8. 33, 8. 45 (each 1 H, b 
20 r s, NH, NH + ) . 

{•mmmi 2) 

4-^^T^ J- 2- (3' , 4' -it? u/V^Z/^/VT J) -3, 
6-^tKo-6, 6-v^^v^-l, 3, 5-Fy7^'MI (l) , 

2-7?/-4-t^f/U7^/-l- (3' , 4' -v^nyV-O-^yu) 
25 -1, 6-^tKD-6, 6-^^-/1/- 1, 3, 5-hy7v?y-iiI ( 
2) 
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N i_ ( 3 ' > 4 ' -W ufr^si/jv) -N 5 -t^f^-^7t^ K. 

8g (4. 4^*/V) C^;-/l'2 5mK T-fchV4 0ml 

, isiio. imiftMt2 4«pwa«ft, «ftBETt?*«iE«r«*b, mm* 

^(95:5) #l£»ffl®#«fc9«fettNIB#<&ia# (1) 0. 5g, ^24 
»ffl®#J:9&fellMg#W@# (2) 0. 7 g £r#fc 0 

(1) 'H-NMR (CDC1 3 ) 5:0. 87 (3H, t, J = 7Hz, 
CH 3 ) , 1. 2-1. 6 (12H, m) , 1. 45 (6H, s, (CH 3 ) 2 

10 C) , 3. 24 (2H, br dt-like, NHCH 2 ) , 4. 4 6 (2 
H, d, J = 6Hz, ArCH 2 NH) , 7. 11 ( 1 H, d, J = 8Hz, 
A r H) , 7. 1 5 (1H, br t-1 ike, NHC H 2 ) , 7. 35 ( 
1H, d, J = 8Hz, A r H) , 7. 36 ( 1 H, s, A r H) , 7. 71 
(lH.br t-like, Ar CH 2 NH) , 8. 54, 8. 58 (ea 

15 c h 1 H, b r s , NH, NH + ) . 

•H-'H COS YlCj: 0 NHCH.2 (5 : 3. 24) t NH.C H 2 (5 : 7. 
15) „ Ar CH 2 NH (6 : 4. 4 6) t A r CH 2 NH (5:7. 7 1) > 

(5:8. 54, 8. 58) l»7°n byi©^7 7°!) ^^^^ 

20 o fc a 

(2) 1 H — NMR (CDC1 3 ) 6:0. 88 (3H, t, J = 7Hz, 
CH 3 ) , 1. 1-1. 6 (12H, m) , 1. 47 (6H, s, (CH 3 ) 2 
C) , 3. 2 1 (2H, m, NHCH 2 ) , 4. 7 9 (2H, m, A r CH 2 ) 
, 5. 9-6. 6 (2H, br, NH 2 ) , 7. 0 5-7. 4 5 (3H, m, 

25 ArH), 7. 30-7. 45 (1 H, over lap, NHCH 2 ) , 9 
. 0 3 (1 H, m, NH + ) . 
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^-'H COSY(a?)NHCH 2 (6:3. 2 1) b NHCH 2 (5:7 
. 3 0-7. 4 5) i/y-T/umfcjJyZfV btltiio NH 2 ( 

5:5. 9-6. 6) feii;NH + (6:9. 0 3) ^tMiffi^dFy 

5 Gfefe#U3) 

2-7? / ~ 1, 6-^tKP-6, 6-^^v^- A-J-frT^ /- 1 

- (2' , 3' , 4' -H)7/V^D7i^) -1, 3, 5-MTi^- 

N 1 - (2, 3, 4-h!)7yVtn7^y;) -N 5 -^/l-tW^ K 
10 • 2fltl. 3g (3. 0^^) C^;-^50raK 7tby80 

mi, mmmo. imi^otxi6«M, mi£Tx*mm*'g£t^. m 

« (9:0. 5:0. 5) t?^W3 ^ttLTMMU 8 0%^/~,M<^ 

15 g*l. 2g £#fc 0 

'H-NMR (CDC 1 a ) 5:0. 88 (3H, t, J = 7Hz, CH 3 ), 

1. 1-1. 6 (14H, m) , 1. 44 (6H, s, (CH 3 ) 2 C) , 3. 

32 (2H, br dt-1 ike, NHCH 2 ) , 7. 12 (1H, m, A 

r H) , 8. 4 6 (1 H, m, A r H) . 
20 (H»J14) 

2-7^-1, 6 - v 5 1 Kn-6, 6-^f^-4-7^75/-l 

- (4' V*^?^^/^) -1, 3, 5-hy7v?y-SlI 

N 1 — (4-^ Y^r-yy z^=-jV) -N 5 -f'>^- t"^T^ K • 2&ft£l 
5g (3. 6 5 11^/1') |:^^y-^5 0ml, 7tfy40ml, M*&S£ 
25 0. 2ml ^^T2 0^FWa«E«, «JET-CSf*SESr«*L, »aESr'>y^y 
A,f3 7J»9w f^77^- OddtJvUA • /l^mB. (9:1) Tit 
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o 

1 H-NMR (CDC 1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
5 1. 1-1. 7 (16H, m) , 1. 49 (6H, s, (CH 3 ) 2 C) , 3. 
3 3 (2H, br dt-like, NHCH 2 ) , 3. 8 6 (3H, s , C 
H 3 0) , 4. 4-5. 5 (2H, br, NH 2 ) , 7. 02 (2H, d, J = 
9Hz, A r H) , 7. 19 (2H, d, J=9Hz, ArH) , 7. 95 ( 
1H, t, J = 6Hz, NHCH 2 ) , 9. 83 (1H, m, NH + ) . 

io mmm 1 5 ) 

4-T5 y- 3, 6 — v> fc Ko-6- Kr-^- 2 - (4' — * h=^>:7^ 
^7^/) -1, 3, 5-MJ7^y-m (1) > 

2, 4-v^T^y-l, 6-v?t Kn-6-Kf^-l- (4* 
^7x^f;w) -l, 3, 5-h!)7^y-MiS (2) 

15 N 1 - (4-^ h^->7x^^) -tW^K'Itt5. Og (18 
. 45!) ^/P) / — /U 100ml, 1 - h U x# l-Sls 8. 8ml (3 

7. H!)^) , »&M0. 8ml^Dit2 2l$«t, iJETt^l 

d • y ^ / (9:1. 5) n ^mmm&& 7 0 %r-t h = h 

20 y 9 ffSfa bt, 1 0 0 ~ 1 O 2 t»i^| B (1) 0. 9 2 

5~1 7 0t©|tfelSf B (2) 1. lg£r#fc 0 

(1) 1 H-NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 7Hz 
, CH 3 ) , 1. 2-1. 5 (20H, m) , 1. 64 (2H, m, HCC 
25 H 2 ) , 2. 78 (2H, t, J = 8Hz, ArCH 2 CH 2 NH) , 3. 50 
(2H, br dt-1 ike, Ar CH 2 CH 2 NH) , 3. 77 (3H, s 
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, CH 3 0) , 4. 6 3 (1H, br t-1 ike, HCCH 2 ) , 6. 82 
(2H, d, J = 8Hz, A r H) , 7. 12 (2H, d, J=8Hz, Ar 
H) , 7. 46 (1H, t, J = 6Hz, ArCH 2 CH 2 NH) , 8. 43, 
8. 7 7 (each 1H, m, NH, NH + ) . 
5 l H- l H COSY(a?)HCCH 2 (6:1. 64)<bHCCH 2 (6 
: 4. 6 3) , Ar CH 2 CH 2 NH (5 : 2. 7 8) t A r CH 2 CH 2 NH ( 
5 : 3. 50) , A r C H 2 CH 2 NH (6 : 3. 50) t A r CH 2 CH 2 N 
H (5 : 7. 4 6) ^-JvUHJfc:* y "7 V ^y&Wh htltc 0 Sfc, bVTi? 
>|NHi:NH + ^m (5 : 8. 4 3. 8. 7 7) &m<DZfa h V t <DU 
10 y-7V ^?%:m#>t£ii^t^ 

(2) 1 H — NMR (CDCI3) 5:0. 87 (3H, t, J = 7H z 
, CH 3 ) , 1. 0-1. 5 (20H, m) , 1. 60 (2H, m, HCCH 2 
) , 2. 91 (2H, m, ArCH 2 CH 2 ) , 3. 10, 4. 02 (each 
1H, m, m, ArCH 2 CH 2 ) , 3. 78 (3H, s, CH a O) , 4. 
15 2 0 (1 H, m, HCCH 2 ) , 6. 84 (2H, d, J = 9Hz, A r H) 
, 6. 8-7. 4 (2H, br, NH 2 ) , 7. 20 (2H, d, J = 9Hz 
, A r H) , 8. 05 (2H, m, NH 2 ) , 8. 54 ( 1 H, br s, N 
H + ) . 

\%Hm\ 6) 

20 A-T% y -3, 6-v?tKn-6-K7^-2- (4' — ^h^i^O 

vjvt 5/) -l, 3, 5-hyrv^- mmm. c 1 ) , 

2, 4-v ? T^y-l, 6 -i^fc Kd- 6 - KfV/V- 1 - (4' -p«h^ 
■^-i^vvW -1, 3, 5- M)7S?y-*»j|[ (2) 

n 1 - (4 h^v^o-^/w) -wt-tj v -mm.5. o g (19. 

25 4 ^11^) (^/-/HOOml^ l-MJr*t-^9. 2ml (38 
. 7 ^ y ^-A-) , 8 m 1 ^Dtt 2 4I^FITO, iffiTt'^t^ 
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*j\,J* • tPS—summ (9:1. 5) Il±^tlj®^7 0%rt h= h y 
A7k8«±9WIMbLT, «^1 6 2-1 6 4t©ifegfi (1) 3. Og, 

m2±mmm&&7 o%t± h-h 9 mm&^x* m&i 8 2- 

5 184t©ifeii (2) 1. 3g&#fc 0 

(1) 1 H — NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 7Hz 
, CH 3 ) , 1. 2-1. 5 (20H, m) , 1. 68 (2H, m, HCCH 2 
) , 3. 7 7 (3H, s, CH 3 0) , 4. 4 2 (2H, m, ArCH 2 NH) 

, 4. 63 (1H, br t-like, HCCH 2 ) , 4. 9-5. 2 (1 
10 H, br, NH) , 6. 83 (2H, d , J = 8Hz, A r H) , 7. 18 ( 
2H, d, J = 8Hz, A r H) , 7. 72 ( 1 H, t. J = 6Hz, ArC 
H 2 NH) , 8. 4 5, 8. 6 9 (each 1 H, br s, NH, NH + ) 

(2) 'H-NMR (CDCI3) 6:0. 88 (3H, t, J = 7Hz 
15 , CH 3 ) , 1. 0-1. 6 (20H, m) , 1. 66 (2H, m, HCCH 2 

) , 3. 78 (3H, s, CH3O) , 3. 97, 4. 91 (each 1H 
, m, m, A r CH 2 ) , 4. 33 (1H, m, HCCH 2 ) , 6. 82 (2H 
, d, J = 8Hz, A r H) , 7. 13 (2H, d, J = 8Hz, A r H) , 
6. 4-8. 9 (3H, b r, NH X 3 ) , 8. 2 8 ( 1 H, m, NH) . 

20 (mmm 1 7 ) 

4-7>/-6-^^-3, 6-i?t Kd-2- (4 ' -hV ~7 ;VJrv 

y fy^y^T ^ / ) -1, 3, 5-MJjyy - mmm 

N 1 - (4-hy7/vtp>fy^y^) -Wt>f K-1KI5. o 
g (16. 9^y^/U) Cx^/^n 00ml, ;U4. 4ml 

25 (2 5. 6 ^11^) , MHO. 7m 1 ^tt2 6^RUH{|, ^JETT' 
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tfy-^mM (9:i. 5) x~m&i k:w-u-c»«u mm* 8 0%^* ; 

Jj|>t£tf>@#2. 3g£#fc 0 

1 H — NMR (CDC 1 3 ) 8:0. 87 (3H, t, J = 7Hz, CH 3 
5 ) , 1. 0-1. 5 (12H, m) , 1. 70 (2H, m, HCCH 2 ) , 4 
. 57 (2H, d, J=6Hz, A r CH 2 NH) , 4. 73 (1H, t, J 
= 6Hz, HCCH 2 ) , 5. 3-5. 8 (1H, br, NH) , 6. 8-7 
. 5 (1H, br, NH) , 7. 40 (2H, d, J = 8Hz, A r H) , 7 
. 56 (2H, d, J = 8Hz, A r H) , 8. 07 (1H, t, J = 6Hz 
10 , A r CH 2 NH) ,8. 49, 8. 59 (each lH.br s, NH 
, NH + ) . 

mmmi s) 

4 - T ^ 7 - 3 , 6-v^tKP-6-f^-2- (4' — h V 

^vw^s^/ut - l, 3, 5-hy r^v ♦ ( 1 ) , 

15 2, 4-^75/1, 6-v?kKn-6-7^-l- (4' - h y 7^ 

D^f^y-» -l, 3, 5-hy7^-iit (2) 

N 1 — ( 4 - a * *f-)\"<l/*J)V) - \?#T±4 K • t&WM. 5 . 0 

g (16. 9^V^rM {d^^/— /H 0 Om 1 , l-!>yf*t-^5. 3 
ml (2 5. 7 5:y^-yV) , WiWkO. 7ml «r*0^.-C2 4NfWJg«C^x «iE 

U ^np*/^.^y-;Hi (9:1. 5) fg 1 3E^tBIIj#£ 8 0 %T 
ir h - h y /V7k»*S«t 9 1 6 3-1 6 6 tciMS ( l ) l 

. 41g^2 8 0 h = h y yV7K^fi£«fc 0 UTiH^ 
2 0 8-211 tWifelSlB ( 2 ) 0 . 8 7 g Sr#fc. 
25 (1) 1 H — NMR (CDC1 3 ) 8:0. 88 (3H, t, J = 7Hz, 
CH 3 ) , 1. 0-1. 5 (16H, m) , 1. 70 (2H, m, HCCH 2 ) 
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, 4. 58 (2H, d, J = 6Hz, ArCH 2 NH) , 4. 73 ( 1 H, t 
, J = 6Hz, HCCH 2 ) , 5. 6-6. 3 ( 1 H, br, NH) , 6. 7 
-7. 3 (1H, br, NH) , 7. 42 (2H. d, J=8Hz, A r H) 
, 7. 57 (2H, d, J = 8Hz, A r H) , 8. 08 (1H, t, J = 6 
5 Hz, A r CH 2 NH) , 8. 4 9, 8. 5 0 (each 1 H, br s , 
NH, NH + ) . 

(2) 1 H — NMR (CDC 1 3 ) 5:0. 88 (3H, t, J = 7Hz, C 
H 3 ), 1. 0-1. 8 (18 H, m), 4. 31, 5. 19 (each 1 
H, A B q , J = 17Hz, A r CH 2 ) , 4. 51 (1H, m, HCCH 2 ) 
10 , 6. 9-7. 4 (2H, br, NH 2 ) , 7. 45 (2H, d, J=8Hz 
, A r H) , 7. 63 (2H, d, J = 8Hz, ArH), 7. 91 (2H, 
br s, NH 2 ) , 9. 04 ( 1 H, br s, NH + ) . 

mmmi 9) 

4_ 7$ ;_ 6 _^yf^V-3 ) 6-^tKn-2~ (4' - h U 
15 c ^ ^yW^v^UT ^ / ) -1, 3, 5 - b V Tv 5 ^ • 

N i_ (4-fi)7;^o^fM^) — \Z4fT~)~'( K • iMfflfflk 5 . 0 
g (16. g^y^Evl') (Ix^y-;HOOml, l-Kf*t-^5. 6m 
1 (2 5. 4^^V) , mmmo. 7mliSrMt2 6l|«l WET 

20 (9 : 1. 5) -C^fcB] KttLTiltMU TUb-hV^fc 

m& : &tox.XM& 1 4 4 ~ 1 4 9 °C<Dm&%£M> 2 . 4 g £r#fc 0 
1 H — NMR (CDC 1 8 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
1. 1-1. 5 (18H, m) , 1. 69 (2H, m, HCCH 2 ) , 4. 5 
7 (2H, d, J = 6Hz, ArCH 2 NH) , 4. 72 ( 1 H, t, J = 6 

25 Hz, HCCH 2 ) , 5. 3-5. 8 ( 1 H, br, NH) . 6. 9-7. 4 
(1H, br, NH) , 7. 40 (2H, d, J = 8Hz, ArH) , 7. 5 
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6 (2H, d, J = 8Hz, A r H) , 8. 06 ( 1 H, br t-1 ike 
, A r C H 2 NH) ,8. 47, 8. 58 (each lH.br s, NH 
, NH + ) . 
(MMM2 0) 

5 2, 4-^7^-1, (4' - ter 

t-^f/W7x=/U) -1, 3, 5- h!)7^y -ffigtm. 
N 1 — (4-tert-yf/U7i^) - fc'^T^f K • m.W& 6 . Og 
(22. 2^11^) l^y^HOOml, 1 yU4 . 3g ( 

3 3. H!i ^/U) , M®eO . 9 m 1 gr^DX-T 2 0 iffTT'i 
10 g££2gft§, #£PU Wi±IUfcM^ B B B 5r^iJL, 8 0 J — /u^mmX'W 

*£ £ Utlt^ 2 3 9-2 4 1 T^&fej&ll & 4 . 2 g #fc e 
1 H — NMR (DMSO-d 6 ) 6:0. 77 (3H, t, J = 7Hz, CH 3 
) , 1. 0-1. 4 (10H, m) , 1. 24 (9H, s, (CH 3 ) 2 C) , 
1. 4 9 (2H, m, HCCH 2 ) , 4. 85 (1H, m, HCCH 2 ) , 6. 
15 3-6. 8 (1H, br, NH) ,7. 2-7. 8(2 H, over lap 
, NH) , 7. 23 (2H, d, J = 9Hz, A r H) , 7. 47 (2H, d 
, J=9Hz, ArH) , 8. 7 1 (1H, br s, NH + ) . 

(mmm2 i) 

6-^-^^-2, 4-^/7^-1, Ko-1- (4' -ter 

20 t--77-)V? ^-jv) -l, 3, 5- h y 7i?ls - t&Wti& 

N 1 - (4-te r t-^7x-;U) — \£{fT^~^ K • WBkM. 5 . Og 
(18. 5^t/P) |:i^/-/HOOml, l-/tt-^4. 8ml ( 
2 7. 9^; y % jft^gLS^O . 8 m 1 SriDxiT 1 5 R$ffljgftc@L i/ETT^ 

25 (9 : 1. 5) Tigffi] LTMBS S(C 7 0 %T-fer h - h 

•J /Mc^j&J: 9 SlflM LTUkjS 2 3 1 ~ 2 3 4 ■CwMfejgS 1 6 g 
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'H-NMR (CDCI3) 5:0. 86 (3H, t, J = 6H z, CH 3 ), 
1. 1-1. 5 (12H, m) , 1. 36 (9H, s, (CH 3 ) 3 C) , 1. 
6 7 (2H, m, HCCH 2 ) , 4. 9 1 (1H, m, HCCH 2 ) , 5. 2- 
5. 6 (1H. br, NH) , 6. 4-6. 8 ( 1 H, br, NH) , 7. 2 
5 2 (2H, d, J=9Hz, A r H) , 7. 55 (2H, d, J = 9Hz, A 
rH) , 7. 8-8. 1 (1H, br, NH) , 9. 77 (1H, br s, 
NH + ) . 
(HW'J 2 2 ) 

2, 4 —i?T 5 J - 1 , 6 -v^t 1- (4' - tert 

10 -7'f/>7x^/u) -1, 3, s-hy/v'y-Mfi 

N i_ ( 4 -tert-yf/l'7x^) - Wt-f K • Og 
(2 2. 2 5U^) \Z.^-$ J —Sis 100ml, 1 2g (3 

3. 3^y^) , mmfco. 9mi&i)az-X7mmmViL&. mzrx-m^ 
mm. &w u =tFft±i vtim^ * ^s'J u so %^ * ; -^mmxnm^ lt 

15 g*/k 2 3 8 ~ 2 4 0 o C<a4S#J£fPB£ 3 . 1 g #fc 0 

'H-NMR (DMSO-d 6 ) 6:0. 78 (3H, t, J = 7Hz, CH 
3 ) , 1. 0-1. 4 (14H, m) , 1. 24 (9H, s, (CH 3 ) 3 C) 
, 1. 4 9 (2H, m, HCCH 2 ) , 4. 8 5 ( 1 H, m, HCCH 2 ) , 6 
. 4-6. 8 (1H, br, NH) , 7. 2-7. 8 (2H, m, NH) , 7 

20 . 2 3 ( 2H, d, J = 8Hz, A r H) , 7. 47 (2H, d, J = 8Hz 
, Ar H) , 8. 7 4 (1H, m, NH + ) . 

mmm2 3) 

4-T^/-3, 6-^t Kb - 6 —J 2 - (4* - t e r t 

;uT~y/) -l, 3, 5- hVTVf -mmm. 

25 mMm2 2<Dit^2. Og (4. 9 ^ V |:i^/-^5 0ml , * 

5 0raUM, 5N7K^k^hy ^»«"CpHl 1~1 2fcmB&. 2 B# 
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btlftm&1l£&\C* ?;—fr5 0ml ZfiQZ-, AOS*^?^ fti&SfeO. 9m 1 
ZMx.. gffTt^I^i*U, 7 0%Tir h=i h y yVTK^t-^^^ iff 

5 o 

1 H — NMR (CDC 1 3 ) 5:0. 85 (3H, t, J = 7Hz, CH 3 ) 
, 1. 1-1. 6 (14H, m) , 1. 29 (9H, s, (CH 3 ) 3 C) , 1 
. 74 (2H, m, HCCH 2 ) , 4. 78 (1H, br t-1 ike, H 
CCH 2 ) , 5. 0-5. 4 (1H, br, NH) , 7. 29 ( 2 H, d , J 
10 =9Hz, A r H) , 7. 36 (2H, d, J = 9Hz. A r H) , 8. 48 
(1H, m, NH) , 8. 83 (1H, br s, NH) , 9. 52 (1H 
, m, NH + ) . 
(HW'J2 4) 

6-^-^^-2, 4-^7^-1, Ko- 1 - (2' h^f 

15 J/-5' - ter t-^Wxsyu) -1, 3, 5-hy7^y-Mt 

N l - (2-^ h^rv/-5-ter t-7"Wi^) -^7t^K' 
^^6. Og (2 0. 0;ytM |:x;?/-;HOOml, l-/^~?— 
/V3. 7g (2 6. 2^U^/W) % mm&O. 8m 1 &3)D;tT 2 0 8^51^ 

20 n*/Wi»- (9:1. 5) Tigffi] tftLTlfiU 8 0%x 

9 UTiSt^ 2 1 7 ~ 2 1 9^0^^^^ 2 . 3 g £#fc 0 

1 H — NMR (DMSO-d 6 ) 5:0. 77 (3H, t, J = 7Hz, CH 
3 ) , 0. 9-1. 5 (14H, m) , 1. 21 (9H, s, (CH 3 ) 3 C) 
25 , 3. 7 5 (3H, s, CH 3 0) , 4. 6 9, 4. 8 9 ( 1 H, m, m, H 
CCH 2 ) , 6. 2-6. 6 (1H, br, NH) , 7. 0 0- 7. 6 0 ( 
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2 H, over lap, NH) ,7. 0 9 (1 H, m, A r H) , 7 . 30 
(1H, m, A r H) , 7. 4 1 (1H, m, A r H) , 8. 5 8, 8. 6 

3 (1H, m, m, NH + ) . 

(mmm'2 5) 

5 4-T^/-6-^-^^-/U-3, 6-v?tKo-2- (2' -p*h3->- 5 
' - tert-^7-!)/) -1, 3, 5-bl)Ti>^ 

mMm2 4<Dik&to2. 0g (4. 7^-y^/U) ^x^/^5o m l, * 
50m1 *^ 5 NTk^kt h U !> A^ff p H 1 1 ~ 1 2 2m 

10 LTB^ 1 2 9 ~ 1 3 2 c C<D$m& l <Dm& 0 . 7 g 

»H-NMR (DMSO-d 6 ) 5:0. 87 (3H, t, J=7Hz, CH 
3 ) , 1. 0-1. 7 (14H, m) , 1. 28 (9H, s, (CH 3 ) 3 C) 
, 3. 7 6 (3H, s, CH 3 0) ,4. 7 7 (1H, b r t-like, 
HCCH 2 ) , 5. 3-5. 7 (1H, br, NH) , 6. 75 (1H, d, 

15 J=8Hz, A r H) , 6. 96 ( 1 H, d, d, J = 3, 8Hz, A r H) 
, 7. 26 (1H, br s, A r H) , 7. 2-7. 4 (2H, m, NH X 
2) , 8. 1 2 (1 H, m, NH) . 

mmm 2 6 ) 

6-^^-2, 4-i^T^y-l, 6-^tKo-l- (4' -b})7 
20 ^to^ h^rV7x=/U) -i, 3> 5 - b !) T - 

N 1 - (4-Mi7/Utn^h^7x=/l/) -Wt^K-«t5. 
0g (16. 8^y^EvU) l;i^/-/H0 0ral, 1 _y^-^-_ yU4 4m 
1 (2 5. 6^^P) , ^^0. 7mlSrj)PtT9^1i!jti % ^JETT* 

mmzg&u mm*^*^? s-;\s£<9wmM i ^Tm&2 1 e~2 2o°co 

25 0 . 7 g Sr&fc. 

'H-NMR (DMSO-d 6 ) 6:0. 84 (3H, t, J = 7Hz, CH 
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3 ) , 1. 0-1. 4 (1 2H, m) , 1. 55 ( 2 H, m, HCCH 2 ) , 4 
. 9 9 (1 H, b r t-1 ike, HCCH 2 ) , 6. 7-7. 0 (1 H, 
b r , NH) , 7. 3-7. 7(2 H, over lap, NH) ,7.51 
(2H, d, J = 9Hz, A r H) , 7. 55 (2H, d, J = 9Hz, Ar 
5 H) , 7. 7-7. 9 (1H, br, NH) , 8. 91 ( 1 H, br s, N 
H + ) . 
(MM&I 2 7) 

4 -7 5 J - §—Hr9°5-)V— 3, 6-^kKn-2- (4' - hi) 

> hdr^r^y y) - 1. 3, 

10 HJStfiJ 2 6 (Dit&m CgTK^* / -/^| 0 ©i<O^i^f±) 6 . 4 g Id 
x^-^SOml, 7k5 0ml^M, 5 NzK^Hfc^ h y * J*W&~Q P H 1 

1 ~ 1 2 »j:wi«s«, 2i*M3t«ES:tTV\ mzTx-mm&m&L. 

15 ? u-? Ytf?-? 4— O n n^/l^A ♦ y. (8:2) Ti§tti] 

7 0%T-fe V-YVA'immz.&mk^ «ETt^l^®4L, 

1 H — NMR (CD3OD) 5:0. 90 (3H. t, J = 7Hz, CH 3 ) , 
1. 2-1. 6 (12H, m) , 1. 73 (2H, m, HCCH 2 ) , 4. 8 
20 3 (1 H, m, HCCH 2 ) , 7. 27 ( 2 H, d, J = 9Hz, A r H) , 
7. 56 (2H, d, J = 9Hz, A r H) . 

mum* s) 

2, 4-^7^-1, Ko-6-/=/l/-l- (4' - 

^^7x=/w) -1, 3, 5- hv 7>?y • m&m. 

25 N 1 — (4- h ]) h^v^^-yP) -t^Tt^ K • Itl5. 

Og (16. 8^y^-yu) Hx^y-;H 0 0ml, 1 -r*t-^4. 7m 
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1 (25. 1 ^ y ^JU) „ 0 . 7ml^MT16 B#MSKfcgL MJEET 

•p<^y-/i-« (8 : 1. 5) -CjgtH] t#LTH^L, 8 0%x^y^ 
«t 9 LTBt^t 2 13-215 *C©*lfe»* 1 . 1 g £#fc 0 

1 H — NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 7Hz, CH 3 ) , 
1. 0-1. 8 (16H, m) , 4. 93 ( 1 H, m, HCCH 2 ) , 5. 
8-6. 4 (1H, br, NH) , 6. 89 ( 1 H, m. NH) , 7. 41 

(4H, m, ArH) , 7. 79 ( 2 H, m, NH 2 ) , 9. 73 ( 1 H, m 
, NH + ) . 

mmm2 9) 

4-T^/-3, 6 - v> fc Ko-6-y 2 - (4* ~MJ7/Vtn^ 

h*'>7=yy) -l, 3, 

mrnw 2 s <o\\c&m ( 8 0 %^ * y -^ffiissiRo^is:®*) 2 . 8 g 

l:x^y-;U5 0ml, 7k5 0ml^D^ 5 NtK®?^^ h y ? A^f&T? p H 
11-1 2K:gSIfl5& % 2l#ra3g&lE£fTV\ #*PSL «ftUbfcifeft*-5SiJbTi» 
2 . 4 g 2r*#fc 0 r <0^ H B a ^y * y -/U 5 0 m 1 U 

1 ra 1 *r*n;ifcgU «JET"C««SSrS* U 7 0 %Tir h = h V /WtK^Ic 
Jgfftfc* »JET-e»3WS:«*b, flteTT-+#l-fa&LT&i£@#l 6 g 
fc. 

'H-NMR (CDC1 3 -D 2 0) 5:0. 85 (3H, t, J = 7Hz, C 
H 3 ) , 1. 1-1. 6 (14H, m) , 1. 76 (2H, m, HCCH 2 ) , 
4. 82 (1H, t, J=6Hz, HCCH 2 ) , 7. 13 (2H, d, J = 
9Hz, ArH), 7. 52 (2H, d, J = 9Hz, ArH) . 

(mmm 30) 

2, 4-^7^-1, 6-v>fc Kn-1- (2* , 3' , 4' - h V 7 ;V 
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N 1 — (2, 3, 4-hy7^tD7xs/V) -WN K -IHlS. 
Og (18. 7^ U^) Iix^y-;H 0 0ml, 1— "rio^r— ^5. 3m 
1 (2 8. 1^^) , Jt^0. 8ml^Mt4HFTOi, «JET"C 

5 (9:2) -C^tti] (C#tT«Sb, 5^8 0%Tir h y 

<fc 9 S^bb bTg!t£ 2 1 0 ~ 2 1 2 'COSK&^.II, 4 . 7 g £#fc 0 
1 H — NMR (CDC 1 8 ) 8:0. 87 (3H, t, J = 7H z, CH 3 ) , 
1. 0-1. 8 (16H, m) , 4. 88 (1H, br t-like, HC 
CH 2 ) , 6. 7-7. 5 (2H, br, NH 2 ) , 7. 19 (2H, m, Ar 
10 H) , 7. 5-7. 9 (2H, br, NH 2 ) , 9. 63 (1H, br s, 
NH + ) . 

mmm 3 1 ) 

2, 4-v ? T^y-l, 6-v?kKo-l- (2' , 3' , 4' - 
tP7x=;H — 1, 3, 5 - h V T • 

15 N 1 — ( 2 , 3, 4-HJ7^tD7x=:/W) - fcf^T ^-f K • ttHfttt 5 . 
Og (18. 7^y^e/l-) (Cx^ /— /H 0 Om 1 % 1 - V ^"?*> j— ^ 4 . 
8g (2 8. 2^y^-/l-) , mm&0. 8ml^Dx.-C2 4^«t, 

A-^^y-/^^ (9:1. 5) -C^ttJ] lC#LT^L, It8 0%7t 

20 h ~ h v /^mm «t ^ a br jgfcj& 2 i o ~ 2 i 3 3 . 2 g * 

'H-NMR (DMSO-d 6 ) 5:0. 85 (3H, t, J = 7Hz, CH 3 
) , 1. 1-1. 5 (16H, m) , 1. 55 (2H, m, HCCH 2 ) , 4 
. 98 (1H, m, HCCH 2 ) , 6. 9-7. 1 (1H, br, NH) , 7 
25 . 4-7. 8 (2H, br, NH X 2 ) , 7. 51 (2H, m, A r H) , 7 
. 8-8. 1 (1H, br, NH) , 8. 99 (1H, br s, NH + ) . 
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mmm3 2) 

4-7^-3, B-v't Kn-6-f^-2- (2* , 3' , 4' -h 
!)7/^n7=liy) -1, 3, 5-Mi7v>^'£tt 
M1&&\3 l<Dik&%0 2. 8g (6. 6 5:1^^^) (Cx^y-;V5 Om K tK 
5 5 0ml^Di, 5 NtK^-^ h V V AfMT* p H 1 1 ~ 1 2 U:fM!5& % 2 B# 

Jgffi £ 9 B*£iH> LT, 1 4 5 ~ 1 4 8t©ifeile 1 . 3 g £r#fc 0 
-?T<73 0. 8g (2. l^y^-A-) W^;-/V3 0ml^M, MM 

, m&mo. 4mi^M, ^/£t-c«&£©*u 8 o%^/-,v 7 k^ 

10 J; "9 HMdl LTiUS 6 0-6 5 £ Ctf>4S£JNB& 0 . 4 g #fc„ 

'H-NMR (CDC 1 3 ) 6:0. 87 (3H, t, J=7Hz, CH 3 ) 
, 1. 0-1. 6 (16H, m) , 1. 80 (2H, m, HCCH 2 ) , 4. 
90 (1H, m, HCCH 2 ) , 5. 6-6. 0 ( 1 H, br, NH) , 6. 
9 6, 7. 4 2 (each 1 H, m, A r H) , 7. 5-7. 8 ( 1 H, b 

15 r, NH) , 8. 9-9. 7 (3H, br, NH, NH + ) . 

(mm.M3 3) 

2, 4-v J T5;/-l, 1 - (2' , 4' -v? 

7;vtn7i^) -1, 3, 5-h!J7^y-MI 

N 1 — (2, 4-^tD7x^) - t^T^ K • mm^5. Og ( 

20 2 0. O^U^e/W) \Z.x.# J— A*l 0 Om K 1 - £ 1/7*% 1 As 5 . lg ( 

2 9. 9 5 y^r/W . mmfcO. 8m 1 Z-X 8&f mMffi.&. ^J£T-C^ 

/-vWSi£ (9:1. 5) -Cigffi] (d#L-C*i^U, M^8 0%^^7-^7K 
jgffi «t 9 UTill^ 2 0 7-2 0 9 'CO^tfejeS 1 . 7 g £r#fc 0 

25 'H-NMR (CD3OD) 8:0. 89 (3H, t, J = 7Hz, CH 3 ) , 
1. 2-1. 5 (16H, m) , 1. 71 (2H, m, HCCH 2 ) , 4. 9 
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2 (1H, m, HCCH 2 ) , 7. 10-7. 32 (2H, m, A r H) , 7 
. 48-7. 62 (1H, m, A r H) . 

4 - 7 5 y - 3, 6-^tFD-6-fWV-2- (2' , 4' -*?yAs* 

5 P7^y;) -l, 3, 

HJfe^iJ 3 3 <D{\^m ( 8 0 %^ * y — /^p b bSI©^1^®*) 4 . 0 g 
(10. O^^/V) tx^y-;V5 0mK *5 Om 1 ?:iDt, 5 NTKS^fc 

LfcSM&£6B'JU HU:8 0%^^y— /I'tK^^J: fit^i 5 l 

10 -15 2°C<Dm&&& 2 . 5 g £#fd 0 

1 H — NMR (CDC 1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
1. 1-1. 5 (16H, m) , 1. 63 (2H, m, HCCH 2 ) , 4. 7 
8 (1H, t, J = 6Hz, HCCH 2 ) , 6. 7-6. 9 ( 2 H, m, Ar 
H) , 8. 0-8. 2 (1H, m, A r H) . 

15 mmm 3 5 > 

6 - £ i^vvW- 2 . 4-^7^-1, 6-v^tFn-l- (2' , 4' 
-v^/l^a^^/V) — 1, 3, 5-h!)7^>-MI 

N 1 — (2, 4-^7;Vtn7x^U) - tf^T^-f K • %&&5 . Og ( 
2 0. J — 100ml, 1 - K7*^ — A* 6 . 6ml ( 

20 2 9.9 5 y , ^*&&0. 9ml ^ntT20TOIf, ^ffiTt*^ 

(9 : 1. 5) -e*ttJ] fcftU-C«l»b, Il:7 0%7th=h 
y /Wk*« <fc 9 f?*£ife LTgfe^ 2 0 6 ~ 2 0 8 t©IMIa 3 . 9 g &#fc 0 
1 H — NMR (CDC 1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
25 1. 0-1. 4 (18H, m) , 1. 6 1 (2H, m, HCCH 2 ) , 4. 8 
5 (1H, m, HCCH 2 ) , 6. 1-6. 7 (1H, br, NH) , 6. 8 
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-7. 3 (1H, over lap, NH) , 7. 0-7. 2 (2H, m, A 
rH) , 7. 3-7. 5 ( 1 H. m, A r H) , 7. 80 (2H, m, NH 2 
) , 9. 63 (1H, br s, NH + ) . 

(mmm 3 6 ) 

5 4-7^-3, 6-i?tKn-6-!)yr^-2- (2' , 4' —if? 

;u*aT=-V S) -1, 3, 5-h!;7^>iiI 

HJfefll 3 5 (DikS-m 3 . 0 g ( 7 . 2?!J -t/U) J t^s 6 0 m K tK 

6 0mUM, 5N7K^b^ h U ^^tpH 1 1~1 2 (ClMffifL 2 B# 

IBjaaESrtTVV WffiLfc*NI&*>BUU 351- 8 0%^ y-,wK*« 

10 <t'9S^ B B BUT4i#.^ a 2. 3 g&^fco fcfc, ^0)0. 8g (2. l^D-e 

/W) /W3 0m 1 $rJD^-> #DfRtf&#M£. ^^^?0. 4ml?;JDi $c 

£ET"eiSiK*®* u so % y — t) f?,1£Jl ltil6 1 4 4 ~ 1 

4 6 , C^>«|fe^B 3 B Sr 0 . 7 g &1t 0 

'H-NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 7Hz, CH 3 ) 
15 , 1. 0-1. 6 (18H, m) , 1. 7 8 (2H, m, HCCH 2 ) , 4. 
8 5 (1H, m, HCCH 2 ) , 5. 4-5. 8 (1H, br, NH) , 6. 
7-6. 9 (2H, m, A r H) , 7. 3-7. 7 (1H, over lap 
, NH) , 7. 5-7. 7 (1H, m, A r H) , 9. 03, 9. 16, 9. 
3 6 (each 1 H, m, NH, NH + ) . 

20 mmm s 7 ) 

4-^-^f/V7$y-3, 6-S*fcKn-6, 6-v?^^-2- (4' - 
^f/V^y^/V7? y) -1, 3, 5-MJ7^y 

N 1 — (4-y^-O-v^/V) -N 5 -sfr??-;)'-t?yT*r<4 K • 2 3 
. Og (7. 7 5:1)^-^) C^?/-^4 0mK Tir h V 8 0 m 1 , tT-< IT 
25 i?yi6ml (16. 2 ^ U ^E-^) !rMt2 3l$iiffi8ft&, «JET"CfiS«ISr 
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—fr-WmiBM (9:0. 5:0. 5) Ti&fcH] ^Lt^fU, fthtlltm 
&m$&WiV>MW\Z-=^# S — ^ 5 0 m 1 % 7K 5 0 m 1 £AQx., 5 NtKM^ h !> 

^jfijcepHi i~i 2tcMtttfc« iB*iwa*S:tTv\ «*EET-e»ii*«* 

5 'H-NMR (CDC1 3 ) 6:0. 87 (3H, t, J = 7Hz, CH 3 ) , 
1. 1-1. 6 (12H, m) , 1. 33 (6H, s, (CH 3 ) 2 C) , 2. 
31 (3H, s, A r CH 3 ) , 3. 16 (2H, t, J=7Hz, NHCH 2 
) , 4. 36 (2H, br s, ArCH 2 ) , 7. 09 (2H, d, J = 8 
Hz, A r H) . 7. 18 (2H, d, J = 8Hz, A r H) . 

io mmm 3 8) 

3, 6-^tKn-e, 6-^f^-4-7^7^-2- (4' 
b^^y^r^y) -1. 3, 5-h!J7^-»iI (1) . 
3, 6-^tKn-6, 6-^f^-4-f^7^ ✓* — 2 - (4' — J* 

h^y^7 5/ ) -l, 3, 5-h!)7^y^^y^« (2 

15 ) 

N i_ (4-;* v>/l^ -N 5 -f^t'^TW K. 2fi|$4 0 

g (9 2. l^D^V) O^^/-/U4 0 0ml^i(u5NMftth^^ 
7kmm5 5ml £JP;i, 6 0tt*3 0#jf#^ ^T"ei&K£e*U ^ 

20 thy4 5 0ml 1 — H50ml, fc'^JJv^e. 4ml (46. 6 

^ILTifeSl* (1) 3 7gSr»fc. *t-, *:<D2. 3g (5. 9 ^ V 

) $r^i?;>-;noomi»U ^^y^Myii6 9g (19. 7 5: 
25 y fcfll;tfcfL WET"C*«fc«:«* U 7 0 %T± h - h V /Wjc 
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[^czhtJvI'A • **/—;umm (9:1. 5) T'^ffi] KlttLT^ 
U zn-x/W^P^T^ H B B^$-frT®ll^5 6~5 8°C<D^^ B B B (2) £ 1 . 
9 g#7t„ 

(2) 1 H — NMR (CDClj) 5:0. 87 (3H, t, J = 7H z, CH 
5 3 ) , 1. 0-1. 6 (16H, m) , 1. 39 (6H, s, (CH 3 ) 2 C) 
, 2. 75 (3H, s, CH3SO3-) , 3. 28 (2H, br d t - 1 i 
ke, NHCH 2 ) , 3. 78 (3H, s, CH 3 0) , 4. 4 3 (2H, d, 
J = 6Hz, A r CH 2 ) , 6. 82 (2H, d, J = 9Hz, ArH) , 7 
. 1-7. 3(1 H, over lap, NH) , 7. 20 (2H, d, J = 
10 9Hz, ArH) , 7. 53 (1H, t, J=6Hz, NHCH 2 ) , 7. 9 
2, 8. 01 (1H, br s, NH, NH + ) . 

mmm 3 9 ) 

3, 6-v?tKn-6, 6-v J ^^-4-^iX/^T^/-2- (4' 
h df v^-O- VVKT 5 7 ) -1, 3, 5- h V • -^ul/mM. 



15 mmm 3 8 cow^m ( 1 ) 3. o g (7. 5^ y ^e/u) £ 7 0 %t-& h — t> 

U;V«3 0ml»U ^nyiO. 85 g (8. 17^9 ^E-yU) SriD 
;tT*0fl&$§#«, #£PU JSfe^l 09-11 2 < £<^M£J£Ji 1 2r 3. 0 g#fc 0 
*H — NMR (CDC 1 3 ) 6:0. 87 (3H, t, J=7Hz, CH 3 ), 
1. 0-1. 6 (16H, m) , 1. 44 (6H, s, (CH 3 ) 2 C) , 3. 

20 15 (2H, s, HOOCH 2 COO") , 3. 33 (2H, br dt-1 i 
ke, NHCH 2 ) , 3. 79 (3H, s, CH 3 0) , 4. 4 8 (2H, d, 
J = 6Hz, A r CH 2 ) , 6. 85 (2H, d, J = 9Hz, ArH) , 7 
. 23 (2H, d, J = 9Hz, ArH) , 7. 72, 8. 12 (each 
lH.br t-1 ike, NH) , 8. 3 8, 8. 4 7 (each 1H, 

25 br s , NH, NH + ) . 

mn&m* o) 
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3, 6-$*fcKn— 6, G—*J*?-A'—A— i f*sA'T%S — 2 — (4' — * 

-l, 3, s-hyr^-ya^i 

mmmS8(Dit^ (1) 6. 5g (16. 2^^) £3 0%T-i?h- 
hy«i50ml[*U v'a. ^^Zl7KfP^3. Og (23. 8^y^e 

5 x. xtmmmm. , ?&*p l > # e> tifcasa £ 5 0 % r h - h v 

mr*W&ik UT, ®L£ 10 1-10 3 < C03*££ 1 *N&£ 2 . 9 g mtc 0 
'H-NMR (CDC 1 3 ) 8:0. 87 (3H, t, J = 7Hz, CH 3 ), 
1. 0-1. 6 (16H, m) , 1. 45 (6H, s, (CH 3 ) 2 C) , 3. 
31 (2H, br dt-1 ike, NHCH 2 ) , 3. 78 (3H, s, C 
10 H 3 0) , 4. 4 6 (2H, d, J = 5Hz, A r CH 2 ) , 6. 4-6. 8 ( 
1H, br, NH) , 6. 83 (2H, d, J = 9Hz, A r H) , 7. 22 
(2H, d, J = 9Hz, A r H) , 7. 6 4, 7. 9 2, 8. 4 9, 8. 5 
9 (each 1 H, m, COOH, NHX 2, NH + ) . 

(mmm 4D 

15 3, 6-v?t Kn-6, 6 - v/> 4 - f '>^7 ^ / - 2 - ^^ ;//U7 

3,. 5-by7^-^iS (1) , 
3, 6, 6 — 4 — f^/AsT % / — 2 -^y^7 

s;y-i, 3, 5-hy7^y-TPyit (2) 

N 1 — iy-^v-N'-f^- vyT-rj K • 2*&$?ig8. 5g (2 1. 0 
20 5: y i?/— /H 4 Om K T-fe h>-l 0 0m 1 , ^^®?0. 6ml 

%1KL7LX2 4 BSWJiliffigL iffTt^IS:@4t, MES:^* /-/H 5 0m 
1I*U TKlOOmK 5N*S<kt h JJ 1>A7R^^1 Om 1 $r*D^L. 1 

SrzRifc^ «JET-C^«re*b, fl^TT-+#Kft«L-r*ife@ft: (1)8 
25 gi^fc, Z<D3. 6g (9. 6^y^E-/W) £ 7 0 %T"fe h - h V /^tK 

i«3 0ml»U -7ny|16g (15. 4 ^ y ^E-/W Sr^Qx.TJDWft^ 
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j^7 8~8ltOi^ B (2) £3. 9 g#fc 0 

(2) J H-NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 7Hz, CH 
3 ) , 1. 0-1. 6 (16H, m) , 1. 4 5 (6H, s, (CH 3 ) 2 C). 
5 , 3. 22 (2H, s, HOOCH 2 COO") , 3. 27 (2H, br d t 
-1 ike, NHCH 2 ) , 4. 55 (2H, d, J = 5Hz, A r C H 2 ) , 
7. 2-7. 4 (5H, m, A r H) , 7. 50, 7. 98, 8. 29, 8. 
43 (each 1 H, m) . 

mmvu 2) 

10 3, Kd-6, 6 - v 5 ^ f"^- 4 -f^T ? / - 2 -^^^7 

3, 5-M)7v ; y'V'a« 
MMM 4 1 (Dit&M (1) 3. 6g (9. 6> U ^r/O Ir70 %T-fe h ~ h 
y A-tK^IS 3 0ml l^mfa U iX^. Vm—ttQlfo 2. Og (15. 9 J> ^A- 

15 X'W&£k LT, 9 5 — 9 8 ^ <0**£J£tfB3: 4 . 0 g #fc G 

'H-NMR (CDClj) 5:0. 87 (3H, t, J = 7Hz, CH 3 ) , 
1. 0-1. 6 (16H, m) , 1. 46 (6H, m, (CH 3 ) 2 C) , 3. 
27 (2H, br dt-1 ike, NHCH 2 ) , 4. 53 (2H, d, J 
= 5Hz, A r CH 2 ) , 7. 2-7. 3 (5H, m, A r H) , 7. 2-7 

20 . 7 (2H, br) , 7. 99 (1H, m) , 8. 52 (2H, m) . 

mmm* 3) 

4-7> y - 6 - yfv'/l'- 3 , Kn-2-^>v?/V7 5 J - 1 

, 3, 5-b!)7v?y-fi^l| (1) , 

6-«?^->/I^-2, 4-^T^/-l, Kp-1-^^-1 
25 , 3, 5-h!i7^y-Mfi (2) 

N i-^^^-t'^r^-^ k • ifiifttfi8. Og (3 5. i^u^ao t-^ 
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^ J —/V 160ml, 1 - YfUl — A? 13. Og (70. 5 ^ !) , M 

mmi. 5mi^niT:i6^F B Mt, mitrx-mm*^^. m^^>v 

fflfo (9:1. 5) ^ 1 £*§ffliIJ#£r 8 0%^*/— /WkiSi&J; 9^| B tT 
5 , i^l 5 2~1 5 5t©*fe^i (1) 3. 1 g$r, !&2£igiU®#£:8 0 
o/ 0 3i^ y -A-Tk^cfc «9 UT. MM 1 5 3 ~ 1 5 6 t©«felSf B ( 2 ) 

0 . 9 g lr#fc 0 

( 1 ) 1 H — NMR (CDC 1 3 ) 5:0. 88 (3H, t, J = 7Hz, 
CH 3 ) , 1. 0-1. 5 (18H, m) , 1. 68 (2H, m, HCCH 2 ) 

10 , 4. 50 (2H, d, J=6Hz, ArCH 2 NH) , 4. 67 (1H, t 
, J = 5Hz, HCCH 2 ) , 7. 2-7. 4 (6H, m, A r H, NH) , 
7. 77 (1H, br t-1 ike, Ar CH 2 NH) , 8. 3 1, 8. 6 
3 (each 1 H, m, NH, NH + ) . 

'H-NMR^^ h/WfiTfS^ (19) Srtg^bTV^o «M^>"^/Htt 
15 t^U^zfv (5 : 4. 5 0) £ NH (5:7. 7 7) ^<?1-JVmzlJ y 
>Jf&m#>hftZ>Z. bfc£ «9^<^v ? /Wi«2{40NH(C^LTV^-5^ t 

(2) 1 H — NMR (CD 3 OD) 5:0. 90 (3H, t, J = 7Hz, 
CH 3 ) , 1. 1-1. 5 (18H, m) , 1. 6 9 (2H, m, HCCH 2 ) 

20 , 4. 4 5, 4. 8 7 (each 1 H, A B q , J = 16Hz, A r C H 2 
NH) , 4. 62 (1H, dd, J = 4, 7Hz, HCCH 2 ) , 7. 3- 
7. 5 (5H, m, A r H) . 

'H-NMR^ WW£TfEl!!5£:i£ (4) <Dit&WiXhZ> t tt^ 
6 0 #|^y^Wi>f hXDABlv'^t/l' (5 : 4. 4 5, 4. 
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H H N 




mmm* 4) 

4 -T ^ J - 3, Kci-6 - Kf^k- 2 -^y^7 5 / - 1 , 

5 3, 5-by7^y-tts 

N 1 -^y^/V- fc77t-< K • Mi 5 . Og (2 2. O^y^r/ls) \z=c 
9 J — /H 5 Om K 1 - h y^'^^ — 5 g (3 2. 8 5: y s ^ 

MO. 9mim-Cl 70#^j1^. MffT-C'^«r©*b, a^5r^^ 
7— /H 0 Om 1 l^/^U *50ml, 5 NzKftMb-*- b V $ AzK®^ 10m 

i. 5) x~mmi xfc:8o%^*y— 

1 6 8 ~ 1 7 OtOjSfeefa 1 • 2 g £r#*: 0 
15 1 H — NMR (CDC 1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 
), 1. 0-1. 5 (2 0 H, m) , 1. 69 (2H, m, HCCH 2 ) , 4 
. 53 (2H, d, J=6Hz, A r CH 2 ) , 4. 72 (1H, t, J = 6 
Hz, HCCH 2 ) , 7. 2-7. 4 ( 6 H, m, A r H, NH) , 7. 78 
(lH.br t-like, NH) ,8. 30, 8. 55 (1H, br s 
20 , NH, NH + ) . 

mm&u 5) 

Q-^^f-yA — 1- (4' -^n;l/7x=/l/) -2, 4-^7^-1, 
6 -v?t 1, 3, 5-MJ7^y-IlfI 
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N 1 -7i^-^7t^K , M*ll2. Og (4 8. 4^])^^) lC 
x^/^2 0 0mU 2-M)7= f #/>'10. lg (50. 9 ^ V ^/V) % 
2 . Oml SrAD^T 4 0 ^H«Et, i*JETT?*Hlt«:«* U 2 
Inlv-y *y/U*7^^ v?-^ F^77^- [^pn^-^;-;i'S$ (8 
5 : 1. 5) ^V^T'^ D n^yl^A • ^ — ♦ g^^^^ (8 : 0. 5:0. 5 
-»8 : 1 : 1) -CJgW] lC#Lt^t, 8 0 J — 

£#7t 0 

'H-NMR (CDC 1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 
10 ) , 1. 0-1. 6 (18H, m) , 1. 51 (3H, s, H 3 CCCH 2 ) , 
1. 72 (2H, m, H 3 CCCH 2 ) , 5. 0-5. 4 (1H, br, NH) 
,7. 1-7. 3(1 H, over lap, NH) , 7. 2 4 (2H, d, 
J = 9Hz,ArH), 7. 45 (2H, d, J = 9Hz, ArH) , 8. 5 
8, 9. 0 4, 9. 5 8 (each 1 H, br s, NH X 2 , NH + ) . 

15 (H«J 4 6) 

4-T?y-6-^^T ? v'/^-3, 6-v>fc Kn- 6— — 2-^^v? 
/P7$/-l, 3, 5-h!i7v?y«Sii 

N 1 -^y^- K • 2£Bifc#i 8 . Og (3 5. HU^) 

^ y — 180ml, 2-hV "Tt> /^13. Og (65. 5 ^ U ^/V) , 91 

20 mmi. 5mi*M^x2 4&mmm^ ffij£Tx*mi&*&£;i'. 

y — tj^^LTlHlilX^N 1 ^si//V-WT~r4 K • J£Sfctfc&8l 9 R£ 

— [^an*;^ • ^ • ftlftftft (8:1. 2:1) Ti§ 

25 /-;V5 0ml»U *5 0mK 5 NTfc^k^ h U <7 J±i£Wfo 2 . 5 m 
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h =. h y frfrmmx <o W&ik lxMM. 104-105 toetMI 2 . 

6 g £#fc„ 

1 H — NMR (CDCI3) 6:0. 88 (3H, t, J = 7Hz, CH 3 
5 ) , 1. 1-1. 5 (18H, m) , 1. 40 (3H, s, CH 3 CCH 2 ) , 
1. 64 (2H, m, CH 3 CCH 2 ) , 4. 50 ( 2 H, d, J = 6Hz, A 
rCH 2 NH) , 7. 2-7. 4 (6H, m, A r H, NH) , 7. 61 (l 

H. br t-like, Ar C H 2 NH) , 8. 60, 8. 70 (1H, b 
r s, NH, NH + ) . 

io (mmm 4 7 ) 

3, 6-iStFv-6, 6-^f^-4-/^/V7?/-2-' <y^/V7 

N 1 -'<>^/U-N 6 -y ^/U-lf^r^ K ♦ 2ifiBfcSft7. 2g (18. 4 
^y^-ZV) — /H40ml > 7thV100ml > iMO. 5ml 

15 *uuz-T i 6 mmmffi&, m&T-vmm&83s u ai^^^ ;-;n oom 

*ffttiU^SSr5SiJL-C*g# 1 ^ H ^4. 7g#/; 0 r<Dj$S^7 
0 %Ti? h - h y A-tK*« <£ 9 <b Hfc£ 8 5-8 8 t:o«6felgftiS# 

20 fctifco 

1 H — NMR (CD 3 OD) 5:0. 89 (3H, t, J = 7Hz, CH 3 ) , 

I. 2-1. 6 (14H, m) , 1. 42 ( 3 H, s, (CH 3 ) 2 C) , 3. 
24 (2H, t, J = 7Hz, NHCH 2 ) , 4. 49 (2H, s, A r CH 2 
) , 7. 2-7. 4 (5H, m, A r H) . 

25 mmm 4 8 ) 

3, 6, 6 - v^^ f ^- 4 - / =;l/7 ; / - 2 -'O -^7 
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N^^y^-N 5 -/^-^/^ K- 2StIl 8. 2g (4 6. 
6 K V ^e/V) ^ y —A- 30 0ml, 7tby2 5 0mK 2i^g£ 1 . 2 m 

5 m 1 1£*jO»U *2 00mK 5 NtKK^^ h !J * AtK^ 18ml SrADX., 

JEET-CiSttE&e^U 1 8. 9 g#fc„ 

^•feSSi 3 . 0 g Sr^* 7 9 SMfa LT, MM 9 9—102 

10 'H-NMR (CDC 1 3 ) 6:0. 87 (3H, t, J = 7Hz, CH 3 ) , 
1. 0-1. 4 (12H, m) , 1. 31 (6H, s, (CH 3 ) 2 C) , 1. 
44 (2H, m, NHCH 2 CH 2 ) , 1. 9 2 (3H, s, CH 3 COOH) 
, 3. 22 (2H, br dt-1 ike, NHCH 2 CH 2 ) , 4. 48 (2 
H, d, J = 5Hz, A r CH 2 ) , 7. 2-7. 3 (5H, m, A r H) , 

15 8. 16, 8. 68 (each 1H, br t-like, NH) ,9.0 
9, 9. 25 (each 1 H, br s, NH, NH + ) . 

mm&u 9) 

3 6 _^ tKn _ 6f 6 - f^- 4 - / ^^7 5 / - 2 -^y^7 

3, 5- hyrv?y • jkitfrmwiL 

20 mmWU 8<Dm&®Ok5. lg (13. 6^V^M £3 0%T-t?b-bI> 
/«i2 0ml»U 4 7%»iS?5ml?rM, tf*PgL #f ffi L 
fc»AS:£>»JU 7 0%T-fe h~ h y^*Jg»rC¥¥*S£L<"t\ B^91-93 
t©«fe^f B Sr 5 . 0 g #fc 0 
" 'H-NMR (CDC1 3 ) 5:0. 87 (3H, t, J = 7Hz, CH 3 ) , 

25 1. 0-1. 6 (14H, m) , 1. 43 (6H, s, (CH 3 ) 2 C) , 3 
. 26 (2H, br dt-1 ike, NHCH 2 ) , 4. 52 (2H, d, 
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J = 6Hz, A r C H 2 ) , 6. 87 (1H, br t - 1 ike. NH) , 
7. 1-7. 4 (6H, m, ArH, NH) , 8. 16, 8. 31 (each 

1 H, b r s , NH, NH + ) . 
(MMM 5 0 ) 

5 3, 6 - ^ t Kd-6, Q--y^^-jV-4-f^/VT%y-2— <lsi?/VT 

^y-i, 3, s-hVTi?>"mmm 

N 1 -^y 5?^-N 8 - f 1^/7^ K • 2*«!&6. 8g (16. 9 
5: y^/V) {d^^y— /H lOml, T± hy80ml, ^&^0. 5ml!r 
MT2 2B#F^51^. iffTT'M^fit, MSr^y-A-l OOml 
10 l»L, 7k80mU 5N7X^b-^ h V ^^7K^7m 1 Srflllx.* 1. 5 B# 

g££^5feU M?:x^ y-^A-f/K'S^^B IT, UlSI 06~1 0 8 
°C £ 2 . 9 S mtc 0 

1 H — NMR (CDC 1 a ) 5:0. 88 (3H, t, J = 7Hz, CH 3 ), 
15 1. 0-1. 6 (16H, m) , 1. 31 (6H, s, (CH 3 ) 2 C) , 1. 
9 2 (3H, s, CH3COOH) , 3. 2 3 (2H, m, NHCH 2 ) , 4. 
47 (2H, m, A r C H 2 ) , 7. 1-7. 4 ( 5 H, m, ArH) , 8. 
1 8, 8. 6 9, 9. 1 0, 9. 2 5 (each 1 H, m, NH X 3 , NH 
+ ) . 

20 (mnm 5 1 ) 

3, 6-^tKn-6, 6 - J - 2 — <^i? 

/u75/-i, 3, 5-hy7^y->a^t 

N l — <Vv J yu-N 5 -y-/i^-t^T^--r K • Og (19. 1 

*])*r/ls) |:^^/-/H40mK TthyiOOmK ^i&&0. 5ml 
25 &Dnx.X2 OI$mraft&* «BET-C*«l«:e* «aE&^* ^ 1 0 Om 
1»U 7K6 0ml, 5 N7mik1- b V !^^7K^8. 4ml^D^L, 1 
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T-e^*©*L, 7 0%Ti? h V yV7K^5 Om 1 fci§a»U > 

=L^m~^^)4. 8g (3 8. 2^ U^t,) SriPx.-C*DS^^, i££PU 
#P,tifcg^5: 7 0 %Tir h ~ h V JV*mWLXWl&& IT, 10 5-10 
5 7°C<D&#Ji!hII£8. 1 gf fc„ 

1 H — NMR (CDC1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
1. 0-1. 6 (18H, m) , 1. 40 (6H, s, (CH 3 ) 2 C) , 3. 

2 9 (2H, b r dt-1 ike, NHCH 2 ) , 4. 5 4 (2H, d , J 
= 5Hz, A r C H 2 ) . 7. 0-7. 4 (6H, m, ArH, NH) , 7. 

10 8 6 (1H, br t-1 ike) , 8. 41, 8. 56 (each 1H, 
b r s ) . 

(mmm 5 2 ) 

7$;-i, 3, 5-hy7v?y-^il 

15 N^^y^-N'-t^f^-tYTt'f K- 2MI5. Og (13. 

3 3; V ^AO t-^ * — 100ml, T-fe hVlOOml, 2t*£S£ 0 . 4 m 
1 £APX.T2 2ftMSIff&. iJ£Tt'^l?:iit> 2lg^/-/H0 0 
ml»U 7X8 0mK 5N7K^b^- MJ ^^7X^^5. 8mlS:iDi 

20 JBET-CfiSf«£*rS*U, #?)ilfc^5. 8g£>2. 8 g Srx-f/K'ff^i t 
T> i^8 8~9 1 < C©&fi*N&S: 1 . 1 g #fc„ 

1 H — NMR (CDC 1 3 ) 6:0. 87 (3H, t, J = 7Hz, CH 3 ), 
1. 1-1. 4 (10H, m) , 1. 31 (6H, s, (CH 3 ) 2 C) , 1. 

4 5 (2H, m, NHCH 2 CH 2 ) . 1. 9 2 (3H, s, CH 3 COOH) 
25 , 3. 2 2 (2H, m, NHCH 2 CH 2 ) , 4. 4 7 (2H, m, A r CH 2 

) , 7. 1-7. 3 (5H, m, ArH) , 8. 13, 8. 64 (each 
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1H, m, NH) , 9. 0 7, 9. 2 3 (each 1H, br s, NH, 
NH + ) . 

mum 5 3 ) 

5 7^-1, 3, -ttHfctt 

N 1 — <V^-N 5 -^^/U- xyT-rJ K • 2%H%6. Og (15. 
6 ^ U ^/V) (C^^y— /H 0 0ml, 3-^/^1 50ml, ^*&^0 
. 5ml 4&ffflmffi'&. »ETt»*flt*«* »S«r*^y— ^ 

10 0ml»U 7X8 OmK 5 NjjclMfc?" h V ? 5 m 1 £*D;t 

— [^nu*M^^;-;« (9:1) -CjgtH] fctt U 

'H-NMR (CDC 1 3 ) 6:0. 86 (3H, t, J=7Hz, CH 3 ) , 
15 0. 91 (6H, t, J = 7Hz, CH 2 CH 3 X2) , 1. 1-1. 6 (10 
H, m) , 1. 63 (4H, q, J = 7Hz, CH 2 CH 3 X2) , 3. 24 ( 
2H, br dt-1 ike, NHCH 2 ) , 4. 51 (2H, d, J=6H 
z, A r CH 2 ) , 7. 21 ( 1 H. br t-1 ike, NH) , 7. 1- 
7. 4 (5H, m, A r H) , 7. 60 (1H, br t-1 ike, NH) 
20 , 8 . 2 1, 8 . 3 8 (each 1 H, br s, NH, NH + ) . 

3, 6— v*fc Kc* — 6 — ^ t°a K2s<i/$ is— 4 —^-f^JVT 5; 7 — 2 — 

^yi?/i/75y-i, 3, 5-hy7v?y-Hfit 

N 1 y v^/V - N 5 -^y^W- tY7 t-f K • 2t^^^8. Og (22. 

25 l^u^e/u) i:^n^;yi5. Og (0. 17 8^) , 

8 0ml, MEMO. 9ml 4 8&fmmffi.'&. iJETT^15:@*t 



WO 2004/054989 



69 



PCT/JP2003/016131 



, * 9 J 1 0 0 m 1 iZfefr U 7k20mK 5 NtKM^ h V V ^ 

|?J£ll&2|H]|fc!>jgL-CBk&l 0 0-1 0 2t©tfigfi*2. 8 g#/c„ 
5 'H-NMR (CDCI3) 5:0. 86 (3H, t, J = 7Hz, CH 3 ), 
1. 1-1. 5 (10 H, m), 1. 5-1. 9 (8H, m), 1. 91 (3 
H, s , CH3COOH) ,3. 18. (2H, br dt-like, NHC 
H 2 ) , 4. 45 (2H, d, J = 6Hz, ArCH 2 ) , 7. 1-7. 3 (5 
H, m, A r H) . 8. 4 1, 8. 90 (each lH.br t-lik 
10 e, NH) , 9. 11, 9. 22 (each 1H, br s, NH, NH + 
) . 

mmm 5 5 ) 

3, KP-6, 6 - f /V - 4 - f v'/VT ^ - 2 - 7 1 

/uTKy-i, 3, 5-hy7^y-vpyii 

15 N'-7i^f;V-N s - T fAr- \f fT-TJ K • 2Mtl 2. Og (28. 
7 5: D 9 J—^l 0 Om 1 x Tir h ^ 1 5 0 m 1, iig^S^O. 7 m 

ml»U *120ml, 5 NtK®?^ h V <? ^tK^?S 1 2 . 6ml^ 

20 MJETT*^Sr@*LTl 2. 5 g (^SffcSr^fco ^5. 9 g £ 7 0 

%7 1 h ^ h !J 5 0ml l^i^ v o 1 6 3 g (15. 7 ~L » 

*j\>) *tiiz.xtimmM&. #*pu #btbfo^ e H B ^7o%r-feK-hiJ/i-7K 

SStlfil UT, jglLft 1 0 5-1 0 6 < C©&Sfi*NI& 1 . 7 g^fc 0 
1 H — NMR (CDC 1 3 ) 5:0. 87 (3H, t, J = 6Hz, CH 3 ) , 
25 1. 1-1. 7 (16H, m) , 1. 44 (6H, s, (CH 3 ) 2 C) , 2. 
88 (2H, t, J = 7Hz, A r CH 2 CH 2 NH) , 3. 18 (2H, s. 
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HOOCCH 2 COO") ,3. 3 5 (2H. b r dt-like, NHCH 
2 ), 3. 59 (2H, br dt-like, Ar CH 2 CH 2 NH) , 7. 
1-7. 3 (5H, m, A r H) , 7. 6 5, 7. 7 5 (each 1 H, m 
) , 8. 3 7 (2H, m) . 
5 0fe«!l5 6) 

3, A- / =-)VT J -2.-7 ^^JV 

Tzy-i, 3, s-vy-Tit-y -mim. 

N i_ 7;t ^f / V_ N 5_y-;i / - VifT-rJ K • 2mS®&Z 1. Og (76. 
7 5; V fc* 9 J 35 0ml, T"fe h > 3 5 0 m 1 , 1 - 9 m 

io i ^jd^lt i 6f%m&ffi&. mizTx-mmzmixis. nm.**-* y— ^3 5 0 

m l (C^2r>U 7K 2 5 0 m K 5N7K^b^ h U *-MciS?fc3 1 m 1 £r*Dx.* 

T-e»it«:«*U M^i-T/KWett, S&/&7 2~7 B'CWflSfilg 
6. 3 g#fc 0 

15 1 H — NMR (CDC 1 3 ) 6:0. 86 (3H, t, J = 7Hz, CH 3 ) , 

1. 1-1. 4 (12H, m) , 1. 34 (6H, s, (CH 3 ) 2 C) , 1. 
54 (2H, m, NHCH 2 CH 2 ) , 1. 9 3 (3H, s, CH 3 COO') , 

2. 84 (2H, t, J = 6Hz, ArCH 2 CH 2 NH) , 3. 31 (2H, 
b r dt-like, NHCH 2 CH 2 ) ,3. 5 3 (2H, b r dt-1 

20 ike, ArCH 2 CH 2 NH) , 7. 1-7. 3 (5H, m, A r H) , 8. 
15, 8. 29 (each 1 H, m, NH) , 9. 12, 9. 23 (eac 
h 1H, b r s, NH, NH + ) . 
imMW5 7) 

4 -;r^5vVTS: /- 3, 6-$?fcKn-6, 6-^^^-2-7^^^- 
25 )VT % y - 1 , 3, 5 - h VTi?y • 

N i_ 7l ^ /V _ N 5-^^-t77^ K- 2M13. lg (3 3 
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. 6 5: \Z.*$ J—JV\ 5 0ml, Tir h^l 5 0ml, 2S&^0. 8 

ml«r*P*.T2 4«pma««, ^T"?#tt*:«*U »tt«r** /-vH 5 
0ml te:$gj&»U 7k 1 0 0ml, 5 N^SMfc"*- h U pAzKiSffcl 3ml Sr^DX. 

, St^ 8 6 ~ 8 8°C<D4ffi#J& t f B £r 4 . 8 g #fc„ 

'H-NMR (CDC 1 3 ) 5:0. 86 (3H, t, J=7Hz, CH 3 ) , 
1. 1-1. 5 (10H, m) , 1. 34 (6H, s, (CH 3 ) 2 C) , 1. 
5 4 (2H, m, NHCH 2 CH 2 ) , 1. 9 4 (3H, s, CH 3 COO") , 
10 2. 8 4 (2H, t, J = 7Hz, ArCH 2 CH 2 NH) , 3. 31 (2H, 
b r dt-1 ike, NHCH 2 CH 2 ) , 3. 53 (2H, br dt-1 
ike, ArCH 2 CH 2 NH) , 7. 1-7. 3 (5H, m, A r H) , 8. 
15, 8. 30 (each 1 H, m, NH) , 9. 11, 9. 22 (eac 
h 1 H, b r s, NH, NH + ) . 

15 (mmm 5 8 ) 

4-yf?^,l>T^S -3, e-^fcKo-6, 6-v^^A—2- (4' - 

^fMy^7-;y) - i, 3, 5-^)7^-^1 

N 1 -4-^5=-/^^v J ^-N 5 -^-^^-/V- \£tfT-t<< K • 2i&m&l 8. O 
g (46. 1 ^ V ^E-zW ^ ^ — A' 3 00ml, Ti? h V 1 80ml, 
20 ffel. 2m 1 *JDtt2 4«fBQ3S«E«, «JEET"C^«re*U, a?$&^*y 
—/V 2 0 0ml L, 7K 1 4 0 m 1 , 5 NzkiUfc-*- h V V J*fr&WL 1 8 . 

5mi^*D^, i. swmmmm. mmr-cmm. mm^^x-mm, 

fcJ&S&^B'JU i^/-/l-/x-T/K*S^| B tT, 0 1-1 0 2*C 

25 rolfegi^lO. 1 g#fc 0 

1 H-NMR (CDC 1 3 ) :0. 8 7(3 H, t, J = 7Hz, CH 3 ), 1 
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.1-1. 4 (1 OH, m) , 1. 3 0 (6H, s, (CH 3 ) 2 C) , 1. 4 
6 (2H, m, NHCH 2 CH 2 ) , 1. 9 1 (3H, s, CH 3 COOl , 2 
. 30 (3H, s , A r C H 3 ) , 3. 25 (2H, br dt-like, 
NHCH 2 CH 2 ) , 4. 43 (2H, d, J = 5Hz, ArCH 2 ) , 7. 0 
5 7 (2H, d, J=8Hz, A r H) , 7. 15 (2H, d, J=8Hz, A 
rH) , 8. 18, 8. 60 (each 1H, m, NH) , 9. 12, 9. 
22 (each 1 H, m, NH, NH + ) . 
5 9 ) 

3, Ko-6, 6-^^-4-^W^7-2- (4' - 

io ^f/^y^r^y) -1, 3, 5- bDT&is 

N i_4_^^ / ^^^ / u_ N s — jv-\?tmr4 k • 2m.mm.i 0. 0 

g (2 6. 6^ y^) |I^^;-/H40ml, T"fe h > 6 0 m 1 , 

o. 7mi &tt\*-x 2 4&Fmmffi®, mzTx-mmzigizv. mm*=**y- 

/HOOmli^U *6 0raK 5 NTk^ffc^ h V V 1 0 . 8 m 

^*f-J\>>T V ^XWfeh% Ut, Kfc^ 1 O 2 ~ 1 0 4 K:<DM&M& &7. 2 g #fc 

o 

'H-NMR (CDC 1 3 ) : 0. 87 ( 3 H, t, J = 7Hz, CH 3 ) , 1 
20 . 1-1. 4 (8H, m) , 1. 30 (6H, s, (CH 3 ) 2 C) , 1. 46 
(2H, m, NHCH 2 CH 2 ) , 1. 9 1 (3H, s, CH 3 COO") , 2. 
30 (3H, s, ArCHj) , 3. 24 (2H, br dt-like, N 
HCH 2 CH 2 ) , 4. 43 (2H, d, J = 3Hz, A r CH 2 ) , 7. 07 
(2H, d, J = 8Hz, A r H) , 7. 15 (2H, d, J = 8Hz, Ar 
25 H) , 8. 17, 8. 59 (each 1 H, m, NH) , 9. 10, 9. 2 
l(each lH.br s, NH, NH + ) . 
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(mmm 6 0) 

3, Ko-6, 6-^f/V-4-f^75;-2- (4' -t 

Kn^v'TJ/M^ Myi//V7^ - 1 , 3, 5-MJ7^y-^ii| 
N i_ (4 h^-^yw^-yu^O-Cz/V) -N 5 — 7 f S"/l'— \f?Tlr>( K • 
5 2MI5. Og (10. 8 5iJ^e/V) W^y-^5 0ml, Tirh^lO 
0 m K y 1 . 6 m 1 Sr^P^T 2 4 0#Fffl3S»K fl£J£TT«&£©* 

(8:0. 7:0. 7-»8 : 1 : 1) "C^ffi] Kltt LT^M U ^ 
©4. 0g^;-;V6 0ml»U *6 0ral, 5 NTkM^" b U *7 
10 A7k*M2. 4ml^l 2 0#r^il^, SS^5ra 1 &mx.xmf£TXm 

^^Lfc^, £§?t£y ^ y — /i^^PHftttdbl. ?ft*PSL ^fttibfc 

15 *>m<Dmmzmf£Tx* , g3kv. mm^-^/^M^x&n^mw-B. 4 g 

1 H — NMR (CDC 1 3 ) :0. 87 (3H, t, J = 7Hz. CH 3 ) , 1 
. 1-1. 6 (16H, m) , 1. 49 (6H, s, (CH 3 ) 2 C) , 3. 2 
5 (2H, br dt-1 ike, NHCH 2 ) , 4. 59 (2H, d, J = 
20 6Hz, A r CH 2 ) , 7. 16 ( 1 H, m, NH) , 7. 36 ( 2 H, d, 
J = 8Hz, A r H) , 7. 74 (1H, m, NH) , 7. 99 (2H, d, 
J = 8Hz, A r H) , 8. 33, 8. 45 (each 1H, br s, N 
H, NH + ) . 

25 2-7; 7 - 1 , 6-i/tKP-6, 6-^f^-4-y=/V7^- 1 
-7i=;V-l, 3, 5- h y • 
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u*-7aL=./v-n 5 - ; k • 2mmm.$. o g (23. 9^ 

U ^/V) $ / — A* 10 0ml. Tir h ^ 8 0 m K 0 . 6ml £;!JQ 

££ H e B tt, j§*,& 13 4-137 °C<Dm&%££k 3 . 8 g £r#fc„ 
5 1 H — NMR (CDC 1 3 ) :0. 88 (3H, t, J = 7Hz, CH 3 ) , 1 
. 0-1. 5 (12H, m) , 1. 52 (6H, m, (CH 3 ) 2 C) , 1. 6 
1 (2H, m, NHCH 2 CH 2 ) , 3. 36 (2H, br dt-like, 
NHCH 2 CH Z ) , 4. 2-6. 0 (2H, br, NH 2 ) , 7. 26-7. 
31 (2H, m, A r H) , 7. 5 3-7. 5 8 (3H, m, A r H) , 8. 
10 10 (1H, br t-like, NH) ,10. 00 (1H, br s.N 
H + ) . 

mmm 6 2) 



3, 6-v?t Kp-6, 6 - >>y <?vU— 4 - / =-JVT $ 7 - 2 - 7 z±~>VT 

15 mmme 1 a>vffi&mm& t <o , »eet-c*«e*«*u^ ai£&^*y-^7 

hyt^lBtt^ Bfcjftl 13-11 6°C<D4K^ B B H ?r4. 4 g#fc 0 
20 1 H — NMR (CDC1 3 ) :0. 87 (3H, t, J = 7Hz, CH 3 ), 1 
. 1-1. 7 (14H, m) , 1. 46 (6H, s, (CH 3 ) 2 C) , 2. 0 
3 (3H, s, CH3COOI , 3. 32 (2H, br d t - 1 ike, N 
HCH 2 ) , 7. 0-7. 6 (5H, m, A r H) , 7. 8 5, 9. 0 3, 9 
. 37 (each 1 H, m, NH X 2 , NH + ) . 

25 mmm 6 3) 

2-r^ y -4 -^^vwvr 5; y - l, e-^tKo-e, e-s^^vi' 
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-1- (1' -1, 3, 5-hP7^y'I|&S 

N i_ {\--)-y^jv) —N 5 — 3r? : f'/\'—\?JfT-}~4 K • 2±£U$?ifi2. 6g 
(6. 3 ^ P C^^;-/V50ml, Tirh>50mK it*&^0. 2 

5 J*?w h^^7^— Ocrn/fcA-A • — J^WM (9:1) "Cl^ttS] I- 

'H-NMR (CDCl a ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
1. 1-1. 8 (18H, m, (CH 2 ) 6 , (CH 3 ) 2 C) , 3. 39 (2H 
, b r dt-1 ike, NHCH 2 ) , 4. 2-5. 8 (2H, br, NH 2 
10 ) , 7. 4-8. 1 (7H, m, A r H) , 8. 23 ( 1 H, br t-1 i 
ke, NH) , 10. 01 (1H, br s, NH + ) . 

mmm6 4) 

4-^f/WU7^;-3, 6 - 1 Kd-6, 6 -*?*<f-As- 2 - ( 1 ' 

-l, 3, 

15 Hte^j6 3l^lt^tfe©@frl- 6glri^y-/V5 0ml»L, * 
3 0ml, 5 NTKfift^ b y l> 1 • 7ml«rJ0;fc, 1. 5^W31«C^ 

x WH=T-e*»u i-^/K-itti, jattijfc&zfcsfcu ««r. Ht^i 

5 7 ~ 1 5 9 °C<£>M#J£JI£ 1 . 1 g #fc„ 

'H-NMR (CD 3 OD) 6:0. 90 (3H, t, J = 7Hz, CH 3 ) , 
20 1. 2-1. 6 (12H, m) , 1. 37 (6H, s, (CH 3 ) 2 C) , 3. 
15 (2H, t, J = 7Hz, NHCH 2 ) , 7. 3 6-8. 0 6 (7H, m 
, A r H) . 

mmms 5) 

4-7$-<?=J-;VT % 7 — 3, 6-^fc Ko 

25 -6, 3, 5-hy7v?y-KiI 
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Og (2 3. 5^^) |:^/-/HOOraK 7tfy80mK 

mo. 6misrMt2i^wi> m&rxmm^m^-r mm^^ 

y-;H20mU*80ml, 5 NTK^Ht^ h V $ ^ 9 - 5ml5:M, 1 

jV>t b >-C 2 [USM^ LT. M^C 70-7 3t)^IMI 0 ?r 4 . 9 g #fc 0 
1 H — NMR (CDClj) 5:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
0. 8-1. 8 (23 H, m, i/^ u^^i/jV, (CH 2 ) 6 ) , 1. 36 ( 
6H, s, (CH 3 ) 2 C) , 1. 97 (3H, s, CH 3 COO") , 3. 16 
10 , 3. 27 (each 2H, m, NHCH 2 X2) , 8. 15 (2H, m, 
NHX2) , 9. 13 (2H, br s, NH, NH + ) . 

mmm 6 6 ) 

2, 4-^^^T^/-3, Kn-6, 6-^^-1, 3 

, 5- hvr^ -mm 

15 N 1 , N 5 -*J**?-/\'- t??T-r<{ K • 2i£@?i£l 0. Og (2 5. 1 =• V 
=^)V) 9 J— /H 0 0ml, Ti? h^80mK ?t±£g£0. 6 m 1 £1m*. 
X 6 4 B#W»ift&, «JEETt?^iK«:e*'t-ao SSf-^^ / — yn 1 0 m 1 , 
zk6 0mK 5N7k&ik1 r b V *7 & 1 0. lmll:J0i 1 B#WJitiffi^ ifcJBE 
TfJIlt, SKfc^^tfttW, iftffl?R£7KifeU «JET-C^iSESr®*, »S 

20 f/Vx^^r h ^-CWgiS UT, 9 1 — 93 o CC0^/®#b^t 7 . 2 g 

X H — NMR (CDC 1 3 ) 6:0. 88 (6H, t, J = 7Hz, CH 3 X 
2) , 1. 0-1. 4 (20H, m) , 1. 36 (6H, s, (CH 3 ) 2 C) 
, 1. 53 (4H, m, NHCH 2 CH 2 X2) , 1. 97 (3H, s, CH 3 
25 COO") , 3. 2 9 (4H, br dt-like, NHCH 2 CH 2 X 2) 
, 8. 09 (2H, m, NHX2) , 9. 10 (2H, br s, NH, NH 
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+ ) - 

(MMM6 7) 

5 N i_^^_ N 6_^fyi,-if^7t^ K • 2i&&&8. Og (20. 
8^ y J E-A') (vl^ * / — /V 10 0ml, T-fe h ^ 8 0 m 1 % 0 . 5ml 

Sr*P*.-C6 4i*M31«£«, WET"CiSf«C«:«*-t-S. «fc«EU:^* /-'H 0 0 
ml,* 6 Oml, 5 NzK^tffc^ h !J 8 . 5ml$r*P^, 1 JSMt^ML 
«J£TT?«ffiU ft»*^"CtttH» i*ffli£&7K?fegL WBIl . 3gS:M, 

, Jtt£ 8 2-84 tl^Mfe^A £ 4 . 1 g ffco 

'H-NMR (CDC 1 3 ) 6:0. 88 (6H, t, J = 7Hz, CH 3 X2 
) , 1. 1-1. 5 (18H, m) , 1. 36 (6H, s, (CH 3 ) 2 C) , 
1. 53 (4H, m, NHCH 2 CH 2 X2) , 1. 97 (3H, s, CH 3 C 
15 OO") , 3. 29 (4H, br dt-1 ike, NHCH 2 CH 2 X2) , 
8. 12 (2H, m, NHX2) , 9. 11 (2H, br s, NH, NH + 
) • 

GHjM6 8) 

20 r^y-i, 3, 5-b!i7^y-i^ 

N^t^f/W-N 5 -^^-^^/^ K- 2MH 0. Og (2 7 
0> U^) W^/-/H 2 0ml, TthyiOOmK il®0. 7 
m 1 SriD^T4 OI$Ntiltt&« iffTt'^IIr^itSo g£?ttf> 1 / 2 itc^i 
^/^70mK 7k46ml, 5 NTK^-fb^ h U V & 6 m 1 SrAPx., 1 R^IVl 
25 ilSfc^, WJBETT-fciliU ftifeai^-ettffl, ttfct! «JBETT?*«E 
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H B a$r3. 7g#fc 0 

1 H — NMR (CDC1 3 ) 5:0. 88 (6H, t, J = 7Hz, CH 3 X2 
) , 1. 1-1. 5 (16H, m) , 1. 36 (6H, s, (CH 3 ) 2 C) , 
1. 52 (4H, m, NHCH 2 CH 2 X2) , 1. 96 (3H, s, CH 3 C 
5 OO") , 3. 28 (4H, br dt-like, NHCH 2 CH 2 X 2) , 
8. 1 1 (2H, m, NHX2) , 9. 10 (2H, br s, NH, NH + 
) . 

(MMffl 6 9 ) 

2, 4 - v^T^/UT 5 J - 3 , 6-^fcKn-e, 6-^^-1, 3 

10 , 

N 1 , N 5 -^f/U-t^7t^ K • 2tii|l 0. Og (2 7. 0 5; V 
^;V) \Z.*$;— >V\ 0 Om 1 x 7t hy80ml, IMO. 7mlSr*D^L 
t2 4^mt> MJ£TT^g££H£:-r5o 0 Om K 

7K60mK 5 NTklfcflrt- h U 1 0. 9mll:M, 1 NrRimtt. Mffi 

8 3 ~ 8 5 trotfe^i £ 7 . 3 g #fc„ 
1 H — NMR (CDC1 3 ) 5:0. 88 (6H, t, J = 7Hz, CH 3 X2 
) , 1. 0-1. 4 (16H, m) , 1. 36 (6H, s, (CH 3 ) 2 C) , 
20 1. 5 3 ( 4H, m, NHCH 2 CH 2 X2) , 1. 97 (3H, s, CH 3 C 
OO - ) , 3. 29 (4H, m, NHCH 2 CH 2 x2) , 8. 12 (2H, m 
, NHX2) , 9. 11 (2H, m, NH, NH + ) . 

mn&w 0) 

3, 6-i?tKP-6, 6 - i>^=f-^— 2 -^^r^yjVT ^ / — 4 — ^-f^-tv 
25 T%J-\, 3, 5-h!)7^y-^I 

N 1 .#^-N'-^^-^/7t'f K • 2SKS1 O. Og (2 8 
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. l^y^e/W l:^/-;H00ml, 7thy80mK ^&®?0. 7m 

i *Mt2 3&mmm&. mmT-vmmzw&'rz* mmi^?;-/ui o 

Oral, *60mK 5 N h 1 1 . 3ml$:M, 1 tiNRHtift 

UT, gt&7 0 — 7 5 0 C04i#.^f B ^r8. 4 g#fc„ 

1 H — NMR (CDC 1 3 ) 5:0. 88 (6H, t, J = 7Hz, CH 3 X 2 
) , 1. 2-1. 7 (18H, m) , 1. 36 (6H, s, (CH 3 ) 2 C) , 
1. 97 (3H, s, CH3COO-) , 3. 29 (4H, br dt-1 ik 
10 e, NHCH 2 X2) , 8. 10 (2H, m, NH X 2 ) , 9. 10 (2H, 
b r s, NH, NH + ) . 

mmm 1 1 ) 

3, 6-v?kh'a-6, 6 - 4 -^^f^T ^ / - 2 - (1* , 

1' , 3' , 3' -rF7^WW^y) -1, 3, 
15 W$&i£L 

N 1 — ^^^/V-N 5 - (1, 1, 3, 3-7" h -t^T-t" 
K • 9. Og (25. 9^!i -=e/W) (C^ / — fls 10 0ml, Tir h 

y80mK W&m 2 . 9 m 1 &JD;LT 2 1 B#ffii§»^ ^JiTT«^gi 
1" 6„ SMSl^ ^ 7 — >V 100ml, 7x60ml, 5 NtK^^ h!J!>A10 

20 . 6mi*M, lwiwataett, ^bet-c^u si«3i^-cttw, ttw^ 

^/Wac^/wy h XT* 2 HHfiA UT, Mfo 9 8 — 101 < Ctf>*&£J£ifi& 8 . 
3 g#7b 0 

1 H — NMR (CDC 1 3 ) 8:0. 87 (3H, t, J = 7Hz, CH 3 ), 
25 0. 9 8 (9H, s, (CH 3 ) 3 C) , 1. 1-1. 6 (10H, m) , 1. 
3 8, 1. 4 2 (each 6H, s. (CH 3 ) 2 CX2) , 1. 89 (2H 



WO 2004/054989 



80 



PCT/JP2003/016131 



, s, CH 2 ) , 1. 97 (3H, s, CH3COO-) , 3. 29 (2H, b 
r dt-1 ike, NHCH 2 ) , 7. 33 (1H, br s, NH) , 8 
. 09 (1H, m, NH) , 8. 81, 9. 09 (each H, m, NH, 
NH + ) . 
5 (»7 2) 

2-7^7-3, 6 - 1 K cj - 6 , 6 - i?* ^vV— 4 —T b 77^7 5 

s-i, 3, 5-b»Ti?i/ -mmm. 

1 -r* j y- byf^J'y • 1BBS&L2 7 g (0. 10 8^/V) , i?isT/i?T 
5 K9. 5g (0. 113^) |In-7*D//-/H5 0mUlDi 6 4 
10 R»M&ttft, ifr*PU #fttiLfc*NI (l-75/rh77*>"M) 

K-SfiBftttD Sr#fe 0 tOlO. Og (3 0. O^^w) l^*/- 

;H00ml, T-feh^80mK 3 . 0ml?rMt2 0 R$ffi&ftE& 

15 oaM/A • /W-WBMRifc (8 : 1 : l-»8 : 1 : 2) "CJgtH] t-ttb 

Xmm L < * ^vU^/v-jr h UTgt^ 1 8 6- 1 8 7 t©Ifefe| 

1 . 2 g &#7cio 

1 H — NMR (DMSO-d 6 ) 5:0. 86 (3H, t, J = 7Hz, CH 
3 ) , 1. 2-1. 6 (22H, m) , 1. 43 (6H, s, (CH,) 2 C) 
20 ,3. 2 5 (2H, b r t-like, NHCH 2 ) , 7. 0 2, 7. 4 1 
(each 2H, m) , 8. 6 8 ( 1 H, m) . 

(mmm7 3) 

5y-i. 3, 5-hy7v?y-M 

25 N i_^, u _ N s_ y^?s)\,-WT-t4 K ♦ %ift%8. Og (2 4. 0 5 
U^-yW) {d^ ^7 — /H 0 Om 1 , 7tfy80mK 2 . 6 m 1 £#0 
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iT6 4B#F«^ ^JETt^I^gitSo Mfl^/-/H0 0ml 
, Zk 6 0 m 1 , 5 Nfrmtl- Mi!)^12. 0ml 1 H$|BJiSjJftgL to 

5 gt^ 7 9-8 2 c C<7>«SfejjgS & 6 . 2 g #fc„ 

'H-NMR (CDC 1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
1. 16 (3H, t, J = 7Hz, NHCH 2 CH 3 ) , 1. 1-1. 4 (18 
H, m) , 1. 37 (6H, s, (CH 3 ) 2 C) , 1. 53 (2H, m, NH 
CH 2 CH 2 ) , 1. 9 7 (3H, s, CH 3 COO~) , 3. 3 1 (4H, m, 

10 NHCH 2 CH 2 , NHCH 2 CH 3 ) , 8. 13 (2H, m, NH X 2 ) , 9. 
12 (2H, m, NH, NH + ) . 

mmm 7 4 ) 

3, 6-i?kKo-2, 3, 5-HJ7^y- 

15 N\ N'-'^^-WW K- 2«l«5. 8g (14. 6 ^ U 
yU) |:^/-^2 0 0ml, /H 3 m 1 (0. 15^) „ 

1. 2ml^nit2 8^1M, «JEET-C^S:e*i-5o 
^50mK *30ml, 5 NTklftfc-*- h U ? A 5 . 9 ra 1 ^AP^L, 1 B#ffl 

«jet-c«i*su mm^^-etem. temm* 1 o-%i»*- h y *a 

Lt, 117-121 < C<dH£J£b1 j £ 2 . 1 g #fc 0 
'H-NMR (CDC1 3 ) 6:0. 88 (6H, t, J = 7Hz, CH 3 X2 
) , 1. 1-1. 4 (20H, m) , 1. 54 (4H, m, NHCH 2 CH 2 X 
2) , 1. 97 (3H, s, CH3COO") , 3. 30 (4H, br t-1 
25 ike, NHCH 2 CH 2 X2) , 4. 37 (2H, s, CH 2 ) , 7. 28 ( 
1H, m, NH) , 8. 22 (2H, m, NH X 2 ) . 
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(WJ7 5) 

2-T^y-3, 6-^tKn-6, 6 f-fr- 4 - YfisflsT ^ / - 

i, 3, 5- hurv?y • mrnm. 

^X^^y-mn. Og (7 6. 6^y^E-/W) , 
5 7*K8. 5g (7 7. 3?y^) ^ 1 8 5-1 9 0t©»K*4 0^ 
„ Wfc ' tiOWWk* ai^y— /U2 0 0ml K:*J&*U JSt-Tir h^lOOmK 

7 . 7ml &anx.T 2 0 R$|Htit%&, iffTT«?f§4 U ggSSr^ 
y jjffjVjjyJ*? n-v h if=7~7 4 — [^an*/l/A-^^/-/Vjli (8:2 

) t?j$tb] t#ttW5o *nm i ®)2 o g sr^^^ • /wattfc 

^^;-/H0 0mli:»A»U ?K^T^ JftfiB&3. Oml^Di, ffiETt* 

^^;-^-»»S« (8:1:1-^8:1:2) T^ffi] Ktt LT^M U 
15 $?t£ftMB:|*<Z>BI# 6 . 2 g £#7c 0 

1 H — NMR (DMSO-d 6 ) 5:0. 86 (3H, t, J = 7Hz, CH 
3 ) , 1. 1-1. 6 (20H, m) , 1. 39 (6H, s, (CH 3 ) 2 C) 
, 3. 0-3. 3 (2H, m, NHCH 2 ) , 7. 10, 8. 01 (each 
2H, m) , 8. 3 5 ( 1 H, m) . 

20 mmm 7 6 > 

3, 5-hy7v?V'^3^t 
HJS^J6 8tC*5»tS»iS5. 4gtx^y-/>7 0mK 7K3 5ml, 5N 

25 ttttJ, ttffiJfc*:7MfegL iET«^Sit, M?r7i:hyiC^U, 5 
0%^W3y®lM5. 4g (13. 8^y^e/W $rin^L, WliSLfc^B^Sr^ 
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(8 : 2) t'S^tt, 1^103-1 

0 5 °C<Dm&ife& £ 3 . 6 g ntc D 

1 H — NMR (CD 3 OD) 6 : 0. 8 0-0. 9 5 (6H, m, CH 3 X2) 
, 1. 1-1. 7 (20H, m) , 1. 46 (6H, s, (CH 3 ) 2 C) , 3 
5 . 1-3. 4 (4H, m, NHCH 2 X2) , 3. 5-4. 1 (6H, m, ? 

mmm? d 

4 _ ir 2=f-, vr * j _ 3> Kd-6, G-\?*3-jV-2- (4* - 

* ^jv^v>vt % ; - 1 , 3 , 
10 mmm 5 8 <n>K&m 3 . 0 g ( 7 . 2 ^ y 7^ 1 0 0 m k ?k 

3 0 m K 5 N7X^t^ h 1 . 7ml £:;&D;t, 7k$c, iffTT* 

igg££gifU ^7tFy2 0ml»U 5 0%^3^i3. 
lg (7. 9 0^) £*D;U WtBb/c:^^^^^^/^ * ^* S 
-/WBifc (8 : 2) X»W&M*VX, MMl 2 2-1 2 4«C<0«HMS** 2. 0 
15 g#/c 0 

1 H — NMR (DMSO-d 6 -D 2 0) 6:0. 8 5 (3H, t, J = 7Hz 
, CH 3 ) , 1. 1-1. 5 (12H, m) , 1. 37 (6H, s, (CH 3 ) 
2 C) , 2. 27 (3H, s, A r CH 3 ) , 3. 0-3. 9 (6H, m, ? 
/l^ayi) ,3. 2 0(2 H, br t-like, NHCH 2 ) ,4.4 
20 1 (2H, s, A r C H 2 ) , 7. 12, 7. 17 (each 2H, d, J 
= 8H z, ArH) . 
(§H»ij7 8) 

3, 6-^tKo-6, 6-^^-4-/^7^-2-' O&A'T 
5: / - 1 , 3, 5-h!>7^-^3>»tt 
25 H»J 4 8 3 . 2 g ( 7 . 6^ r /l" 1 00ml, tK- 

30ml, 5 NTK^b-^ h x ) V A 1 . 7ml 7Ki5fcs 
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lg (7. 9^y^V) StAOxl, tlfWU^^Sr^f 1 ^^/^ • 
-/VffifR (8:2) tSiSLT, gt^l 0 2~1 0 4t©*fittl3. 4 g 

5 1 H — NMR (DMSO- d e -D 2 0) 5:0. 8 5 (3H, t, J = 7Hz 
, CH 3 ) , 1. 1-1. 5 (14H, m) , 1. 38 (6H, s, (CH 3 ) 
2 C) , 3. 0-3. 9 (6H, m, ^a^K) , 3. 19 (2H, br 
t - 1 ike, NHCH 2 ) , 4. 46 (2H, s, A r CH 2 ) , 7. 2-7 
. 4 ( 5 H, m, A r H) . 

io mmm 7 9 ) 

3, 6-v?tKn-6, 6 - v^^ f^- 4 - Kf ^7 5 / - 2 - 7/1^7 U 
/W75/-1, 3, 5-M)7v?>"^i 

N 1 - 7>\s7 y /U- N 5 - Kfv//V- t'^T^-r K • 2 {ftgtifc 10. 0 g (2 
3 . 7^!J ^t/V) ^ * $ / —JV 1 5 0 m 1 x T-tr h ^ 1 20ml, 0 . 

15 6ml^P^T2 2^51»lE^, ^EET-C^^®*-T 5 0 gSjfiSrft^^ 

fc*a»u 5N7K^b-^MJ ^-^l imi ^n^xmw^i. io%mm-i-hv 

^77>f- [i? n n *Jvl^ • * 7 -A- • mfttt (9:1:1) T^tt}] Kl 
ftttt^L, &H#,#fJig#£>@#8. 4g&#fc 0 
20 1 H — NMR (CDC 1 3 ) 6:0. 88 (3H, t, J = 7Hz, CH 3 ) , 
1. 2-1. 4 (18H, m) , 1. 31 (6H, s f (CH 3 ) 2 C) , 1. 
52 (2H, m, NHCH 2 CH 2 ) , 1. 93 (3H, s, CH3COOI , 
3. 2 9 (2H, m, NHCH 2 CH 2 ) , 4. 4 9 (2H, m, ]) JV) 

, 6. 17, 6. 27, 7. 29 (each H, m. 7/V7U/V) , 8. 2 
25 2 , 8 . 5 9 (each H, NH) , 9. 13. 9. 26 (each H, 
b r s, NH, NH + ) . 
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(mmms o) 

3, - 6 , 6-^^/1"- 4- Kf^7^/-2- (4 

/k^T^-f^^T^y) -1, 3, 5-h!i7^y 

N 1 - (4-^/V77^^>^) — N 5 - K^V/U-f^T^ K • 2 
5 &$?i&5. 5g (10. O^D^) — /VI 0 Om 1 , T±h^8 0 

m 1 , mm.mO. 3 m 1 ^DiT2 2B#^Si>t^, MJ£TTi§g££@^H-3o 
»i^/-/l'6 0ml > 71(4 01111, 5NtKM^- b V V J* 6 . 2ml£ 

10 /Vtr h>' • ^9 J—^m®. (8:2), /K'ifltS^BBL 
tv gt^C 18 8-191 °C<Z)48S#J£ill£ 1 • 4 g 

'H-NMR (CDC 1 3 ) 5:0. 87 (3H, t , J = 7 H z , CH 3 ), 
1. 0-1. 6 (20H, m) , 1. 40 (6H, s, (CH 3 ) 2 C) , 3. 
26 (2H, br dt-1 ike, NHCH 2 ) , 4. 49 (2H, m, A 
15 rCH 2 ) , 7. 16 (2H, d, J = 8Hz, A r H) , 7. 60 (2H 
, d, J = 8Hz, A r H) . 

(mmm 8 1 ) 

-1, 

n-6, 6-v^^/V-l, 3, 5- h » 7^ ♦ 2i&®?*& 
20 N 1 — (3-3-/ !W -N 5 -t^f/l'-t77^K-2ii?i7. Og 
(18. 6 5: V ^E-A-) iZ^f y —/V 1 50ml, T-fe h ^ 1 2 0 m 1 , 
0. 5 m 1 £#0X.T2 6 0^51 ML ft^K 1 . 8 m 1 SrilAD LT 2 2 B^iM 

* o o aJvVA • * * / — A^S! (9:1) T'^ffi] C#LT<tl!t, 
25 *5. 3g £#fc„ 

'H-NMR (CDC1 3 -D 2 0) 5:0. 79 (3H, t, J = 7Hz, C 
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H 3 ) , 1. 1-1. 7 (12H, m) , 1. 63 (6H, s, (CH 3 ) 2 C 
) , 3. 41 (2H, t, J = 7Hz, NHCH 2 ) , 7. 6-9. 3 (6H 
, m, !J AO . 

&MM8 2) 

5 4-t^W^-2- (3-3V V^T^y) -3, 6-5?t Kb-6 
, 6-^^A—l, 3, 5-h!J7^y-^S 

Sfel6« 8 1 ©-fb-fr* 4 . Og (8. 8;y^) iCi^;-/V60mK * 
4 0mL 5NzKM^ h U 17^5. 5ml^ 1 H*IHJ3SiffE^ iffTX' 

10 «JET-e»JHSre*, MESr^A-a^A'*" h ^ • =*—T /WV&m& 

Lt, a^6 2~6 5 °C<D^^ B B B £ 2 . 5 g #fc Q 

1 H — NMR (CDC1 3 -D 2 0) 8:0. 81 (3H, t, J = 7Hz, C 
H 3 ) , 1. 1-1. 6 (12H, m) , 1. 48 (6H, s, (CH 3 ) 2 C 
) , 2. 06 (3H, s, CH3COOI , 3. 30 (2H, t, J = 7Hz 
15 , NHCH 2 ) , 7. 4-9. 0 (6H, m, * / V A*) . 

1 ) 

N 1 - (4-* h^v'^VvVl') -^7/^7^^ (»J 1 <E>gi3£8i 
1 KfettS 9<£><b^) 

4 J^s^O^/UT % S • 7 0. Og (0. 4 0^) . 1r Y D 

20 7A^'>7t5 K3 9. 5g (0. 4 4^) (C7t h 0 Om l ^ 

LTISMS 8 9 ~ 9 2 0 C<Z)M-£J£iPb£: 6 7. 0 g #fc 0 

'H-NMR (DMSO-d 6 ) 5:3. 7 3 (3H, s, CH 3 0) , 4. 
25 19 (2H, d, J = 6Hz, A r C H 2 ) , 6. 71 ( 1 H, m, NH) , 

6. 90 (2H, d, J = 9Hz, A r H) , 7. 19 (2H, d, J=9H 
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z , ArH) , 7. 1-7. 3 (1H, over lap, NH). 
(#%0iJ2) 

N 1 - (4-^ h*i"<^i?^) -N 5 -r^-t77t-i' K • 2^Mm. ( 

hj&#>j i <Dwmm i k*5# 5n (d\\^w) 

5 #%#J 1 (Dit&m 4 0 . Og (0. 17^) % 1-7^7*^2 7. 4 
g (0. 1 7 ^/U) 6 6 0m\ Mi&^l 6ml 

, Se^Sr 7 0%T-fe b~ h 1> /WtK^K^ U Tk^T, itmm 2 8 m 1 ?rAP 
x> WW Lfctt*«: 7 0 %T-tr h - h !) yvzKigifc-CWfeS UTSfe^ 2 2 2-2 

10 2 4 °C©ife^^l: 6 2. 0 g #fc Q 

1 H — NMR (DMSO-d 6 ) 6:0. 86 (3H, t, J = 7Hz, CH 
3 ) , 0. 9-1. 6 (16H, m) , 3. 15 (2H, m, NHCH 2 ) , 3 
. 74 (3H, s, CH 3 0) , 4. 3 8 (2H, m, A r CH 2 ) , 5. 0- 
5. 6 (1H, br, NH) , 6. 92 (2H, d , J = 8Hz, ArH) , 

15 7. 3 2 (2H, m, ArH), 8. 4-9. 6 (3H, b r , NHX 3) . 
(###J3) 

N i_ 4 _^ Y^yy ol^jv- vyr-rj K-ttiHft (mmmi 5«ii 

4-^ hdri/7x^7-;y'Ml3 0. Og (0. 1 6 % v^> 

20 7/^75 K14. lg (0. 1 7^/1/) (Cn - 7'p/V-^2 0 0m 1 

UrmUfejSSS^n-yn^y-yUTIfSteSU-Cift^l 3 6-1 3 9^CO|»^ 
f B ^2 2. 6g#fc, 

'H-NMR (DMSO-d 6 ) 8:2. 70 (2H, t-like, ArC 
25 H 2 CH 2 ) , 3. 27 (2H, dt-like, Ar CH 2 CH 2 ) ,3.72 
(3H, s, CH3O) , 6. 66 (4H. m, NH) , 6. 87 (2H, d 
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, J=9Hz, A r H) , 6. 7-7. 1 (2H, over lap, NH) 
, 7. 16 (2H, d, J = 9Hz, A r H) , 7. 2-7. 5 (1H, br 
, NH + ) . 
(#MHf!l4) 

5 N 1 -^^-^/^^ (H2fe#ij6 8<D^it?£l (C&tfS 9©|b 

l-^^7^-IKS4 9. Og (0. 3 6^) % i-hV^^iy 
7t^ K3 5. Og (0. 3 9^) IUy^PtW7/^-/V3 0 0rallr 

mm. #£PU tMil:3 5. 2g#fc e 
'H-NMR (DMSO-d 6 ) 5:0. 86 (3H, t, J = 7Hz, CH 
3 ) , 1. 1-1. 5 (8H, m) , 3. 02 (2H, br dt-1 ike 
NHCH 2 ) , 6. 6 1 (2H, m, NH X 2 ) , 7. 77 ( 1 H, m, N 
15 H) . 

(#%#J5) 

N 1 -^3^>/w-N 5 -Or? J-jv-Wt-I-J K • 2^^^ (H«J6 8©8! 

itfe i M&tts 1 1 <Dik&m 

&^ffl4(Di£&WlO. Og (59. 4? y^/U) , 1 -7? S & 1/8 
20 . lg (6 2. 4 5 y ^->^2 0 0ml|:lS$t «5. 7 

i«&e*u mm* 7 o%t-z b~ h vMkmmi o om nc*§a>u at&& 

9. 9m 1 £flD;iT7k^U 4SfeMil£l 6. 2g#7c 0 

'H-NMR (DMSO— d 6 , D z O) 6:0. 8 7 (6H, m, CH 3 X2 
25 ) , 0. 1 5- 1. 4 0 (16H, m) , 1. 52 (4H, m, NHCH 2 C 
H 2 X2) , 3. 18 (4H, t, J = 7Hz, NHCH 2 CH 2 X2) . 



WO 2004/054989 



89 



PCT/JP2003/016131 



&&mm&te&\ */j^wiajfc»« (mio &##>7c„ 

^ItLT, S. aureus 20 9PJC, MRSA 97-115 
5 , MRSA KM 9 7-5 3, MRSA KM 97 — 108, VRE 49 
, E. col i NIHJ JC-2, P. aeruginosa P AO — 
1, P. aeruginosa No. 12, P. aeruginosa K 
M9 7-5©'9MV>, filiMu e 1 1 e r — H inton broth 
(DIFCO) i^iie^?W2 0mllliiU 3 7ttl 

10 6 ~ 2 0 R#ffl#B&* Lfc&, «®£3£Jfi*-?#0«£: tlO 5 <®/m 1 |C 

gf*. 100^g/mlTO©2 n f (n = -10~l) <!r bfd e tt&BItt! 
15 Sr**t^tL05^Stt^«fiH: 25ju 1 ^iL, 3 7 °CT* 2 0-2 4 B#|ffl*&*&¥U 
Jg&firVV 38Wi s ^*-iait$tiyt*iS»« (*/h**fflJh**» MIC) * 

20 £>3o 
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